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HISTORICAL REVIEW 


In 1906 Wassermann, Bruck, and Neisser adopted the method of fixation 
of complement to the sero-diagnosis of syphilis. Originally the watery extract 
of syphilitic human liver was used as the antigen, but it was soon discovered 

Be that extracts of various other tissues were just as satisfactory with the result 
that normal human heart or liver, guinea pig, beef, or goat heart and other 
tissues could be used as a source of the antigen. In an effort to mmprove the 
procedure, various techniques of preparing antigen were developed such as 
using alcoholic extracts, and addition of cholesterol. 


But as is understood by everyone familiar with complement fixation tests, 
the technique is cumbersome and subject to many pitfalls, Essentially the 
technique demonstrates the anion of “ reagin ” in the serum of the syphilitic 
patient with the “ antigen” of the test procedure used, \ process which binds 


Fa ot fixes complement. Proof of the presence or absency. of reagin in the blood 4 


is provided by the “ indicator system ” of sensitized red blood ceils. If rengin 

is present in the serum being tested it combises with the antigen and the com- 
4g plement added. But if no reagin is present, the complement is left free in the 
| solution and then combines with the sensitized red blood cells added, bringing 
about hemolysis. 


} In 1907, Michaelis observed that upon mixing sypbilitic serum with « 
rF watery extract of syphilitic liver a precipitate was formed as a result of reaction 
i between the reagin of the blood and the antigen. Following this discovery. a 
-@ large number of flocculation tests for syphilis were developed, some performed 
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in the test tube and others on slide. This type of test has proven extremely 
popular and has been widely used because of the greater simplicity and ease of 
performance as compared to the complement fixation type of test. It must be 
remembered that each type of test represents essentially the same phenomenon- 


combination of the reagin of the serum and the added antigen. The difference &. 
between the various tests lies in the method of showing that combination. In ’ 
the precipitation test the reaction is shown directly by flocculation of the 
antigen~reagin particles, whereas in the complement fiaation test the interaction ff 


ef reagin and antigen with fixation of complement must be shown by the 
behaviour of the indicator system. 


Since very early in the history of serologic testing for sypbilis, it has 
heen recognized that false positive tests for syphilis do occur in many patho- 
logic states in addition to syphilis. Varying percentages of false positive 
reactions, depending on the test procedure used, will be found, for example, in 
melaria, leprosy, lymphogranuloma venereum etc. In laboratories all over 
the world studies have been made to improve the specificity of the various 
procedures without lowering the sensitivity and to establish so-called verifica. 
thon tests. As a result of changes in methods of preparing antigens, use of 
cholesterol and lecithin, variations im construction of antigen. alterations of 
technique of performunce, etc., there bas been a steady improvement in the 
results obtained with the various tests both with respect to efnsitivity 
and specificity. 

It was felt that if the serologically active component of the heart tissue 
could be isolated in pure form, it might prove to be more highly specific than 
the chemically undefined mixtures of the crude antigens. It was also evident 
that it would then be possible to construct antigens with optimal proportions 
of lecithin and cholesterol, antigens which are chemically reproducible. In 
1941 Pangborn of the New York State Laboratories isolated cardiolipin ()). 
Although it originally appeared to be a pure compound, subsequent studies (2), 
have shown it to be a mixture of two compounds, and serologic studies have 
shown that from a practical point of view this makes no difference in serologic 
testing. Cardiolipin alone, is serologically inactive, but when it is mixed 
with lecithin and cholesterol, neither of which can be used alone as an antigen, 
an antigen for use in serologic tests for syphilis can be constructed. 


It was hoped that the availability of a chemically pure antigen might 
simplify the entire field of sero-diagnosis of syphilis. For there had developed 
through the years a host of different techniques of preparation of antigens and 
performance of serolngic tests using the antigen, all variations on the funda- 
mental principles of fixation of complement or precipitation. The serologic 
conferences convened by the League of Nations at Copenhagen, Denmark in 
1923 and 1928 and in Montevideo, Uruguay in 1930, and the Washington 
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CARDIOLIPIN ANTIGENS IN THE SEHRODIAGNOSIS OF SYPHILIS 


Serologic Conferences sponsored by the United Staten Public Health Service 
from 1935 onwards had as one of their objectives evaluation and standardiza- 
tion of serologic methods on an international as well as national scale. As & 
result of these conferences, evaluation of the comparative performances of 
Various tests was possible, In the United States, the conferences have had the 
effect of raising materially the standards of performance of the state laborato- 
rees, but even so there has been a meltiplicity of tests used. To name a few, 
thie Koimer, Kabo, Kline diagnostic, Kline exclusion, Hunton, and Eagle tests 
are in common usage in the United States. When properly performed senor- 
ding to the directions of the author seralogist, and with standardized antigen, 
ait of the aforementioned tests have given satislactory information to the 
physician. itut unfortunately, the moltiplicity of tests can be confusing; 
quantitative testing results are vot transferable from one techoique to lanother; 
there is some variation in level of reactivity of » given test from one Inboratory - 
to another even under the best of conditions; and some of the tests tend to s 
give a hegher percentage ol non-specihc reactions under certain circumstences. 


When cardiclipin became available vatious new techniques utilizing in 
Construction of antigens were developed such as the VDRL slide test Ga, they. 
Hein Bosnak test (4) and others The antigen for the VDRL slide test wars - 
constructed so that the same reagents can be wied for either the slide tube: 
inecipitation or complement fixation tests, This means that it can be utilized y 


to replace the crude antigen without necessity for significant change of equip 
iment regurdiess of the method previously used in a given laboratory, Also 
modifications of the newly devised techniques were made so that cardiélipin 
antigen could be used in the Kolmer (5), Kaho (6), Kline ("), and Hinton (8) 
tests An intensive programme of study of performance of the various proce. 
dures using cardiolipin antigen has been in progress since 1941 in the United 
States, France, and some of the Central American Republics. A comprehen. 
sive review of the status of cardiolipin antigen is soon to appear (9), so that no 
extensive review will be attempted here. 


With respect to specificity, it has been shown that the cardiolipin antigen 
i$ in general superior to the crode antigen osed in the same test procedure, 


Extensive studies in normal patients inoculated with malaria have shown 
that the cardiolipin antigen as used in the VDRL side and the Rein Bossak 
teats gives a lower percentage of false positive reactions than that obtained by 
comparison with precipitation tests utilizing crude antigens. In fact, the 
percentage is essentially the same as obtained with the Kolmer Wassermann 
tests (10 

Extensive comparative studies of the cardiolipin antigen as used in the 
VDRL side test, of the Kolmer Wassermann, and of other precipitation 
tests using crude and cardiolipin antigen in tropical and subtropical countries 
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of Central America have shown the specificity of the VD RL slide test with 


cardiolipin was again of the same order as that of Kolmer Wassermano 
reaction (11). 


It was hoped that the availability of cardiolipin would simply the feid 
of serology of syphilis, but ite incorporation imo a number of the standard 
tests as well as into certain newly devised techniques has ied to even greater 
multiplicity of procedures. It is perhaps too much to hope for agreement on 
a single standard test or pair - one complement fixation and one flocculation - 
for even one nation. But for the purpose of interchange of information on 
results cf treatment, serologic surveys, etc. on an international scale, it 
would be advantageous if an international standard serologic test or tests for 
syphilis could be agreed upon. Itis to be hoped that such a standard test 
may be worked out by the Expert Committee on serology of the venereal 
disease section of the World Health Organisation. 
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Modern Treatment of Syphilis 
By 
Theodore Rosenthal wp. 
Director, Bureau of Social Hygiene Departmeat of Heelth, 
City of New York; Special Consultant, United States 
Public Health Service 


Foreword 


This paper is intended to serve as a nafe and practical guide to the 
Physician who treats an occasional syphilitic patient. In syphilis, the experi- 
menta! method involving trial and error does not lend itself to private practice. 
The practitioner desires to avoid giving his patients minimal treatment with 
certain predetermined failure rates; be wishes to achiewe the best possible 
results by giving medication to the individual patient beyond present minimal 
treatment schedules. 

Because of the biologic pattern of the disense syphilis, and the relatively 
few years that have elpased since penicillin therapy was first introduced, it 
must be realized at the outset that definitive treatment schedules bave not as 
yet been evolved. It is felt, for the present, that retaining time-tried drugs, 
arsenoxide and bismuth in the therapy of syphilis bas genuine synergistic value 


to penicillin treatment 
early Syphilis 

A brief review of accepted definitions in syphilis will prepare the reader 
for the discussion which follows : 

Primary Syphilis: Evidence of chancre with or without regional lymph 
node ; darkfield positive ; serologic examimation either negative ( sero-negative 
primary ), or positive ( sero-positive primary ). 

Sero-Positive Primary Syphilis: The phase of primary syphilis in 
which the clinical diagnosis of chancre is made and the blood test is strongly 
positive. It usually extends from about the thirty-fifth day after infection to 
the appearance of secondary lesions. 

Secondary Syphilis: Evidence of cutaneous, mucous membrane or 
mucocutaneous lesions of syphilis with symptoms of generalization, as adeno- 
pathy, early eye involvement ; serologic examination positive 


Latent Syphilis 

Patients with obscure or puzzling lesions and complaints regarding heart, 
lungs, eyes and other organs should have serologic tests for syphilis. 

Definitive clinical dingnosis of syphilis ie often difficult im later yeare of 
life. The only salt way is to consider syphilie a diagnostic possibility. 
Possess a “ high index of suspicion ” for syphilis at all times. 

A serologic test is advised to confirm the possibility of syphilis and is 
essential in the examination of all patients. 
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It has been found convenient to subdivide “ iatent syphilis" into “ early ~ 
and “ late”, 

Early Latent Syphilis: Asymptomatic with positive serologic reaction 
and no detectable clinical signs of symptoms of syphilis ; infection of less than 
four years’ duration with or without treatment ; if duration is unknown and 
Patient is less than 25 years of age. 

Late Latent Syphilis: Asymptomatic with positive serologic reaction 
and no detectable clinical signs or symptoms; infection of four or more yearw’ 
duration, with or without treatment; if duration is unknown and patient is 25 
years of age or more, 

All syphilitic infections are latent some time in their course, In many 
instances, after the disappearance of early lesions, syphilis is latent most of 
the time, Latent syphilis is not clinically recognizable; it can only be identi- 
fied by proper serologic testing. Do a blood test whenever possible. — 

Benign Late Syphilis: Demonstrable clinical signs or symptoms of 
syphilis of cutaneous, osseous of other organs and tissues; confirmatory posi- 
tive serologic tests, spinal fluid, or roentgen examinations. 

Cardiovascular Syphilis 


It has been reliably estimated that approximately ten percent of untreated 
syphilitics develop clinical evidence of cardiovascular damage. Cardiovascular 
involvement of the aortic wall isa frequent accompaniment of long-standing 
untreated syphilis, 

Neurosyphilis 

Asymptomatic Neurosyphilis: Can be detected only by examination of 
the spinal fluid. The tests on which such a diagnosi« depends are cell count, 
qualitative tests for protein, quantitative estimation of total protein content, 
complement fixation tests, aod colloidal gold test, 


Symptomatic Newrosyphilis : The patient has symptoms and/or neurv- 


psychiatric signs of the disease. Appropriate serologic examinations of bicod 
and cerebrospinal fluid aid im the clinical recognition of the case. 


Congenital Syphilis 


Early Congenital Syphilis: Serologic testing of cord blood has no 
significance, The criteria tor judging a child born of a syphilitic mother to be 


non~«yphilitic include: absence of all clinical evidence of syphilis of the new. 
born, repeated negative serologic tests after the tenth or twelth week of life, 
normal appearance of the long bones by roentgenograms at about four months 
of age. Positive serologic tests m non-syphilitic babies born of syphilitic 


mothers may be found; repeated quantitative serologic tests with increasing 
titre are required before the baby. is diagnosed as syphilitic. These should be 
done with parallel tests of the mother. The non-syphilitic child with a weakly 
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Positive serologic test soon after birth well show gradual dimination of the 
titre to negative. it must be kept in mind that it takes as long as ten to twelve 
weeks before the baby's own serologic pattern is established. 

Late Congenital Syphilis: The child may show permanent scare or 
furrows about the mouth or anus. Condylomata lata may appear before the 
age of five years. If present after this age one may feel sure the child has 
acquired secondary syphilis. A marked decay of the deciduous teeth is often 
noted. This process should not be confused with Hutchinson's teeth, occut- 
ing only in the permanent set. The “sabre shin,” due to thickened tibiae, « 
frequent. Osteitis, periostitis and onteomyelitia are the pathological lesions 
of the bones of the late congenital syphilitic. “Saddle nose” deformity may 
eceur, and is due to the destruction of the bowy and cartilaginous sepport of 
the nose starting in infancy. 

Interstitial keratitis is the most frequent and, because of the sequelae, 
the mout damaging symptom of congenital syphilis. ° 

Prenatal Syphilis 

Syphilis in Pregnaney: The physician must perform an examination 
on each pregnant woman at her first visit to eliminate the possibelity of syphilis. 
In the majority of instances, recognition of infection in the pregnant woman 
depends on the serologic test for syphilis, 

A repeated strongly positive serologic test or increasingly high titre in the 
blood of the pregnant woman may be regarded as diagnostic of syphilis, despite 
the absence of physical signs or history of syphilis. Anti-syphilitice treatment 
should be given, particularly if the titre increases, Consultation is desirable 
where doubtful serologic test is reported. 

Treatment of early Syphilis 

Penicillin ts the drug of choice to imitiate the treatment of sero-negative 
and sero-positive primary and secondary syphilis, The ase of procaine 
penicillia G permits an ambalatory method of treatment for recently infected 
patients, who may be in a communicable stage. 


Schedule of Recommended Combined Therapy of Syphilis 


The schedule recommended in the treatment of syphilis is a total dosage of 
6,000,000 units of procaine pensxiilin G. The penicillin is administered intra- 
muscularly at the rate of 600 000 units a day (2 cc. of the mixture) for ten 
consecutive days; Sundays may be omitted, Following such therapy for 
syphilis, it is recommended that twenty injections (2 injectrons weekly for 10 
weeks) of an arsenoxide preparation (mapharsen) acd ten injections (once 
weekly) of bismuth be given concurrently; this treatment can he completed in 
approximately ten weeks. Bismuth may be given at the completion of the 
mapharsen course instead of concurrently with it 
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Post-treatment Management of Patients Treated for Syphilis 
Treatment with penicillin, arsenoxide and bismuth should continue with- 
out interruption until the schedule is completed. 
The physician must impress the patient with the need for post-treatment 


observation and study. Titrated serologic tests for syphilis must be done . 
monthly until the end of the first year. 
Spinal Fluid 
In primary and secondary syphilis the spinal fluid should be examined " 


within the first year of the termination of the treatment schedule. 


Definition of Failure 
Relapses and possible reinfections have been observed as early as the 
first month after treatment has been initiated with penicillin alone. Relapses 
or reinfections have been observed as /ate as three years after treatment of the 
patient with early syphilis has been initiated with penicillin alone. 
Failure*of treatment in patients with early syphilis may be classified as 
(1) Clinical Relapse: (2) Serologic Relapse; (3) Sero-resistance 


Management of Failures 
Repetition of the entire course of penicillin, arsenoxide and bismuth 1s 


recommended for the retreatment of patients failing to respond either clinically 
or serologically. 


Treatment of Neurosyphilis 

Ambulatory treatment of neurosyphilis consists of a minimum total dosage 
of 9,000,000 units of procaine penicillin G, administered at the rate of 600,000 
units a day every other day for fifteen injections. 

Other patients with neurosyphilis requiring hospitalization, should be 
treated after consultation with the neurologist. 

Treatment of Benign late Syphilis 

The response of benign late syphilis to the recommended schedule of 
penicillin, arsenoxide, and bismuth therapy ts good 

A preliminary spinal fiaid examination is made in al) cases of late syphilis, 
prior to beginning treatment. 


Late Syphilis 
The lesions of late cutaneous syphilis usually heal promptly except in the ‘ 
case of deep ulcerative lesions which may require several weeks after the 
completion of the course of treatment before complete healing occurs. Lesions 
of osseous syphilis may also require a longer period of time. 


Individuals with late syphilis are likely to exhibit serologic refractoriness, 


the serologic test for syphilis showing either no tendency or little tendency to 
lose strength 


The treatment of late visceral syphilis is the same as that outlined for 
benign late syphilis 
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Treatment of Cardiovascular Syphilis 

The treatment of the patient with cardiovascular syphilis rejuires caution 
and judgment. Treatment is instituted with active participation mm the manage- 
ment of the patient by adequate and appropriate consultation. 

General rules cannot be set down and treatment must be individualized. 
In most cases, preparatory treatment with heavy metals for a period of six to 
eight weeks should be employed The total dosage of penicillin should be large 
( six or more million anits). The individaal doses are relatively email and the 
duration of treatment iifteen or more days. 

Ocular Syphilis 

Treatment of ocular syphilis should be instituted with active participation 

in the management of the patient by the ophthalmologist. 
Treatment of infantile Congenital Syphilis 

Penicillin G in aqueous solution. administered every two or three hours 
day and night in a total dosage of 100,000 to 400,000 units per kilogram of 
body weight over a period of eight to fifteen days, is a satisfactory method of 
treating infantile congenital syphilis ( in children ap to two years of age ). 


Penicillin alone is the one safe and non-harmiul. method of treatment of 
syphilis of the newborn The earlier treatmnent is begun the better the response. 
The newly born child is usually close to professional care during the first weeks 
cf life, either at the hospital or athome. For this reason around-the-clock 
injections of penicillin G in aqueous solution is advised. Good general pediatric 
care 16 essential. 

Procaine penicillin G may he administered to older infants and children 
with congenital syphilis, The minumam daily dose is 6 000 units per kilogram 
of body weight ; higher doses to 12.000 units per kilogram of body weight may 
be utilized. for two to three weeks. Results of treatment of patients manifest. 
ing the various forms of late congenital syphilis have been essentially similar 
to those of patients with analogous manifestations of the ac quired disease. 


Penicitlin in the treatment of the syphilitic pregaant woman is almost 
one hundred percent effective in the prevention of syphilis in her child A 
daily dosage of 600,000 units of procaime penicillin G for ten days regardless 
of the period of gestation in which treatment is instiated isa sale schedule to 
follow. Penicillin should be administered as soon as the diagnosis of syphilis 
is made in the pregnant woman. Treatment in emergency may begin at the 
time of entrance to the hospital for deliwery and should coptinve post partum 
as for other early syphilis 

Following completion of treatment. the mother must be followed clinically 
and with quantitatively titered serologic tests, at least as afien as once a month 
until delivery. After delivery, follow-ap examinations should be based on the 
stage of the mother's infection. 
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Retreatment should be given to the mother during pregnancy upon the 
appearance of the symptoms of relapse or possible reinfection. The serologic 


reactions should be carefully studied and retreatment started upon any signi- 
ficant increase in titre. 


Does a woman who has been treated as recommended above require 
further treatment im successive pregnancies? Some clinicians believe the 
penicillin treatment peed not be reinstituted. However, at this time, it seems 
safest to administer treatment during each successive pregnancy. 


Chemotherapy for Patients Intolerant to Penicillin. 

Arsenoxide and bismuth are recommended for patients intolerant to peni- 
cillia or relapsing after previous exclusive penicillin therapy. The treatment 
of syphilis of less than two years’ duration, including primary and secondary 
syphilis, and syphilis in pregnancy should be uninterrupted. The schedule 
calls for continued treatment for an additional year after clinical symptoms and 
signs of syphilis have disappeared. A minitnum total dosage is 40 injections 
of an arsenoxide and 60 injections of bismuth subsalicylate. 

The bleod should be tested at the beginning and at the close of each 
course of arsenoxide, Positive reactions or significant rises of titre after the 
appearance of a negative blood test result should be considered as indication 
for further treatinent. The spinal fluid examination, including serologic test, 


cell count, colloidal gold and protein estimation should be made at the close 
of the first year of treatment. 


The urine should be examined periodically. The treatment schedule 
should be modified on the appearance of any symptom indicating serious organ 
or tiesue damage. ‘Special attention should be given to symptoms of optic or 
auditory nerve involvements, severe headaches, dermatitis, jaundice and 
enlarged liver or acholic stools. 


A standardized plan of treatment with arsenoxide and bismuth cannot be 
followed in the presence of serious complications or other coutramdications. 
A special schedule for each patient must be devised when altered conditions 
demand decreased, increased or supplemental therapy 


Criteria of Cure 
The term “cure” in syphilis must still be eased with circumspection. 
Available absolute criteria of cure do not exist at this time. Many years of 
observation will be required to establish its stains. For practical purposes, 


“oure’ is the complete extinction of all symptoms and signs of the disease, with 
inability to transmit the infection, 


“Cure” is, therefore, essentially : that the patient after cessation of all 
therapy has been followed for two years or more ; during one probationary 
year he has had no ci:muical symptoms of syphilis ; his blood serologic test has 
been consistently negative ; be has had a negative spiral fluid examination and 


negative physical examination, including x-ray and fluoroscopic study of the 
heart and great vessels. 
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Response to Anti-histaminic Substances In Allergic and other 
Prurigenous Skin diseases. 
by 

Badr Moawad wp. Cairo, Faculty of Medicine, Cairo Egypt. 

During the years or so, several histiimine antagenisers have been 
used in the treatment of allergic diseases. Hy antaggonising histamine they are 
believed to alleviate the distressing manifestations often encountered amongst 
allergic patients. It is well known that in these allergic diseases bietamine or 
an allied product (H substance } is produced and ix one of the important factors 
involved in the mechanism of hypersensitiveness. Next to histamie in impor- 
tance come acetyl-choline and heparin. Bat oo far most of the products 
ased nowadays were introduced for the counter action of histamine, 


There are various substances which have an inhibitory effect on histamine, 
mostly amino-acids, such as arginine histidine and cysteim and according to rece: 
observations, also pyramidon, salicylc acid and sodium salicylate. Recently 
successful treatment of allergic diseases was achieved by the use of various 
synthetic antihistamimics given different names by different factories ag. 


Antergan and neo-antergan Specia ), Bridal Bayer), Benadry! (Parke. Davis), 
Antistine and Pyribenzamine (Ciba). Anthisan (May & Baker) Phenergan 
(Specia) Histaphine (U.C.B.) and lastly Hydridex (Ana). 


The object of this work t to. test the efficiency of some of these 


compounds in the treatment of in and out-patients eaffering from some of the 
common allergic and prurigenous skin diseases encountered in this country, 


taking the following points into consideration, 


1. The clinical response of the patents, 


2. Eosimophilic index before and after treatment, 


Calcium index also before and alter treatment. 


3, 
However in the case of out patients, it was found unpossible to do all 


these tests and only the clinical response was followed up. The compounds 


used in this work are :~-- 


1. Antistine in the form of 2 mi. ampoule (+ 100 mg_), and tablets each 


of which is equivaent to |00 mg 


2. Pyribenzamine in the form of syrup (1 ml.-5 mem.) and tablets each 


of which is equivalent to 50 mgm 


3. Hydridex tn the form of I mi, ampoules given intramuscularly, This 


is a new compound which ts essentially a saline extract of medicinal leeches 


and, according to its manufacturers, bas antihistarnmmic as well as anticoagu. 


lant and antipyretic properties. 
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The reason why these 3 compounds were chosen was that:— The first 
(antistice) has been reported as an effective antihistaminic substance ; the 
second ( pyribenzamine) is a more recent product, claimed by some authors to 
be more powerfal than antistine in this respect ; the third ( Hydridex ) is a still 
more recent product of a different category to the other histamine antagonisers. 
(The ideal procedure would have been to divide the cases in each group into 
batches and treat each batch exclusively with one or other of the compounds, 
but on account of the irregular supply of the drugs, added to the smal! number 
of cases, this procedare was not adopted.) 


Out-Patients 


Altogether sixty two cases suffering from the following diseases were 
treated 
No. of cases. 
Infantile eczema 
Discoid 
Flexor 
Lichenified ,, 
Neuro-dermatitis 
"Seborrheic dermatitis 
Solar 
Contact 
Dermatitis terpetiformis (D.H.) 
Lichen planus 
Erythema nodosum 
Acute Urticaria 
Chronic, 
Papular 
Angio- neurotic oedema 
Besnier'’s Prurigo 
Hydro crstovale 
Pruritus vulvae 
ant 


> 20 


The course of treatment adopted consisted of :—~ 


<Antistine 
(a) In the form of tablets: for children § ~ 1 tablet ( $0 = 100 mgm. ) 
T. D. S., and for adults 1 - 2 tablets ( 100 - 200 mgm. ) also T. D. S. 
(b) In the form of 2 mi. ampoules for intramuscular or intravenous injec- 


tion, 1 - 3 times per day. The intravenous injections were given 
slowly ( 2 minutes for the contents of a 2 mi. ampoule 


Il Pyribensamine 


4-1 tablet (25 - 50 mg. ) T. D, S. for children and 1 - 2 tablets 3 to 4 
times daily for adults. 


° 
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Ill Hydridex ampoules ( For adults) 
4 ampoule on Ist day. 
» 
1 daily for 5 days. 

For children one third to half the above course, according to age, was 
given. 

Clinical Response as seen or as reported by the Patients 
themselves or their relatives 
I. Eczema group 20 cases) 

Patients usually declared that itching was diminished on the 3rd day of 
treatment. But thers were cases in which itching was relieved within 24 hours, 
especially, after antistine injections and big doses of pyribenzamine. De- 
crease of oozing and disappearance of erythema and oedema usually occurred 
towards the end of Ist week. Shortly after cessation of treatment itching 
recurred, On resuming treatment, however, itching was relieved within 24 
bours. Some cases of oozing eczema, though controlled by this course of 
treatment, all of a sudden started to weep again, and this was often accompa- 
nied with mild bearable itching. 

Il. Urticaria Group ( 17 cases) 

(a) Acute cases :>— (5 altogether) responded wel) to treatment, with 
the exception of one case in which the result was not satisfactory. One 
ampoule of antistine or hydridex produced relief with a few heats. Ia one 
case of angio-neurot« oedema the response may be described as dramatic. 

(b) Chronic urticaria :— (7 cases) 

One case due to cold responded well to a course of 600 mg. daily for 10 
days; one case of recurrent urticaria in a child 2 years old responded to a 
5 days course of } - § ml. hydridex daily. No recurrence was recorded during 
an observation period of 3 weeks. 


In 5 cases of unknown origin the result was good, but recarred within 
24 hours after cessation of treatment, and was relieved again on resuming 
treatment. 

{c) Papular urticaria :—~ {5 cases) 


2 cases of papular urticaria ( children ) resistant to both pyribenzamine & 
antistine responded well to hydridex ( Seven days course of | - § mil. per day ). 


One case of papular urticaria in a child resisting a course of coe daily 
ampoule antistine responded well to pyribenzamine & remained free from symp- 
toms for 20 days after which he could not be traced. Thas in the articaria 
group all compounds lessened the eruption, wheal formation & relieved the 
pruritus. However, they had no apparent effect on the degree, or the duration, 
of a fully formed dermographic wheal elicited by a stimulus applied before the 
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administration of the drag. In one case the dermographic wheal produced 
before hydridex injection persisted for as long as 6 hours after the injection. 
Il. Dermatitis group :— 

In seborrhearic dermatitis (3 cases), itching was relieved in 2 cases only 
& one case failed to respond. 

Io the case of dye dermatitis itching was relieved and signs & symptoms 
were improved during an observation period of 2 weeks. 

In 2 cases of dermatitis herpetiformis (D, H ) itching decreased by about 


50 % during a course of 12 days treatment. A case of solar dermatitis respo- 
nded dramatically. 


IV. Prurigo-group : — 


Relief of itching was noticed, but recurrence usually occurred after a 
period varying between 1 & 3 jweeks dating from cessation of treatment. 


V. Other prurigenous dermatosis 


In 2 cases of pruritus ani & vulvae relief after a course of about 10 days 
was noticed. 

The case of erythema nodosum did not respond to the antistine course ; 
but in the neurodermatitis cases itching was controlled. 


Toxic effects or Side actions noticed during the course 


of treatment 
Antistine 
Headache, dizziness, nausea or vomiting and malaise were encountered 
im about 10 % of cases and were most common in the young and the old and 
after excessive doses. 


Il. Pyribenzamine 


Side actions were noticed in about 15 % of cases. The commonest 
symptoms were :—~-Nausea and occasionally vomiting; in some cases in - 
somnia, weakness and headache; and one patient complained of numbness of 
lips and tongue 
Ill, Hydridex 

This compound was given to a limited number of cases (6 altogether ) 
and no signs of toxicity were met with in this smal! number. 


In-Patients 


It is in this group that the full investigations referred to above could be 
carried out on each case. Thus in addition to observation of the clinical 
response, the eosinophil count and calcium index were done. Also urine and 
stools were examined to exclude parasitic infections which are common in 
this country. 
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Course of treatment adopted for the in-patient group :— 


Since these patients were continaously ender observation, any 
manifestations could be controlled. bigger doses were given in the hope that 
this might give better resaits than those obtained in out-pationts, to whom 
moderate or even mimma! doses had to be given. 
€ Antistine :—(a} + -6 tablets daily (400 - 600 mg.) and occasionally 
supplemented by one dady ampoule ingected mtramusocularly. 

(b) Parenteral :—OQne ampoule (2 mi, «100 mg) three times daily 
tnjected mtramuscularly and on rare occasions intravenously, 

Al. Pyribenzamine - 

(a) Tablets:— 6 tablets daily. occasionally increased to eight of ten, 
the dose being graduatly increased uetil a therepeutic effect was achieved 
without toxic manifestations. 

(b) Syrap:— 1-2 tea-spoontuls 3 times daily were given to children. 
Ul. Hyridex :— 4 ampoule on Ist day and then one ampoule daiiy for 6 days. 
Clinical respense 

There was lutie difference between the results of treatment of in-patients 
and out-pateents except for the more rapid response due to the better conditions, 
totensive treatment and controlled dosage. 

Blood calcium and Eosinophila percentage -— 


Both were often diminished as seen from the accompanying table. Ina 


cases with parasitic infection the high eosinophilia was naturally attributed to 
this infection; but as soon as this was discovered antiparasitic Weatment was 


carried out. 


Toxicity 
As far as toxicity is concerned antistine seems to be less toxic than pyri- 
benzamine. But it is worth mentioning that as mach as 152 Pyribenzamine 
tablets were given to one patient and 90 tablets to another without serious 
toxrc effects, Though ao toxic manifestations were observed after treatmen 
with hyridex, the number treated is so small that it would be impossible to 
draw any conclusion until it is tested on a larger number. 
Efficiency 
le would be difficult to make an accurate comparisen between the efficiency 
of antistine aad pyribeszamine. Both of them seem tobe equally effective. 
Some cases did not respond to pyribenzamine, but when given antistine they 
did weil. On the contrary other cases responded to pyribenzamine and failed 
to respond to antistine. 
Summary and Conclusion 
1. The result of treatment of different allergic and other prurigenous 
skin diseases with three antihistaminie compounds ( anti.tine, pyribenzamine 
and hyridex) is given. The drags were administered to in-and oet-patients 
and in both groups the clinical response was recorded. But in the former 
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group the effect on the eosinophil count and blood calcium were studied as 
weil; and in most cases both were diminished. 


Case 


No. Diagnosis. 


Prurigo 


Discoid 
eczeme. 


Diacoid 
ecteme. 
Acute vesicu- 
lar eczema. 
Flexor eczema 


Varicose 
ectema. 
Flexor ecxema 


Dysidrosis 


Dysidrosis 


Seborrhoeic 
dermatitis 

Seborrhoeic 
dermatitis 


Recurrent 
urtioana 

Prurigo 

Acute urticaria 


Papular 


Erythema 
multiformis 


Betore 
12 mg 
12.7 ., 
12.8 


10 


10.1,, 


Caletum, tadex 


After treatment 


10 mg. after 7 days 
treatment 
8.6 mg. alter 
12 days. 
| @ Satter days 
8 


i 


12.6,, 
10.1, | 


CORN 


9.8,, 
10.7 ,, 
10 

9.6,,,, 


Eosinophilic index 


Before Alter treatment 


9% 
28 % 
7% 


6% after 9 days 
treatment. 
24% alter daye 


8% 
6% 
10% 


11% 
4% 
12 % 


10% 
6% 
4% 
8% | 
5% | 
8% 
8% 
6% 
7% 
6 % 
8% 


#88 


4% | 


2. Both antistine and pyribenzamine seem to be equally effective though 
in some cases One compound failed where the other succeeded. 


3. Pyribenzamine seems to be more toxic than antistine. 
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Circumcision Prevents Cancer 
By 
Abr. L. Wolbarst, wp. New York, N. Y.. U.S A, 


Thete is one form of cancer in men that can be prevented, 100 per cent. 
and this prevention is made possible only by circumcision in infancy. Never. 
theless, official statistics show that about 250 non-Jewish men die annually 
in this country from penis cancer and about 150 in England and Wales Ip 
the Far East, penis cancer is quite prevalent. Yet all these deaths can be 
prevented. 


It has been known for many years that penis cancer does not occur in 
men circumcised in early infancy, particularly in Jews who circumcise their 
male infants on the 8th day of life, as a religious ritual, the Covenant of 
Abraham. Many medical authorities have commented on this fact and have 
advised that all male infants be circamcised shortly after birth, It has been 
alleged by some, in explanation of the absence of penis cancer, that the Jews, 
a a people, possess a special racial immunity against cancer of the penis, bat 
there is no evidence or proof of such immunity. In fact, I reported (1) a case 
of penis cancer ina Jew, but he had not been circumcised in his infancy. There 
must be other similar casec. Such cases disprove the claim of Ethnic or 
racial immunity. 


In a lesser degree, Mohammedans also show # low incidence of penis cancer. 
In a study which the writer made some years ago ()) it was shown that in 
India, with a large population of Hindus and Mohammedans, in a 5 year 
period (1925-1930). Government hospitals reported 7692 cancers of all kinds in 
men, of which 1200 (15 per cent) were penis cancers. Of these 1200 penis 
cancers, 1169 (97,4 per cent) occurred in Hindus, who do not circumcise their 
male children and only 24 (26 per cent) occurred in Mohammedans, who do 
circumcise their male children. This small incidence among Mohammedans 
occurred although this ethnic group constituted 21.19 per cent of the hospital 
population, 


ABR. L. WOLBARST, M,D., New York, N. Y., wae graduated from the College 
of Physicians and Surgeons, Columbia University, in 1806, ead soon theresiter 
began to specialise in urology, with particular emphasis on the sexual sad vene- 
real diseases. He has written two books, Genoceceet Infection in the Male and Healthy 
Sex Life, bas translated end edited books on urology from the French and German, 
and has written several handred medica! editorials and articles. He has bees 
consulting urologist to the Central Islip end Manbetten Stete Hospitals, Beth 
Israel and Jewish Memories! Hospitals. He ts « director of the American Euthane- 
sia Society and a member of the New York Masiciens Society (The Bohemians). 
His hobbies are varied. He wae awarded first prise for ecalptare at the 1940 
exhibit ot the American Physicians’ Art Association in New York. 
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In the United States during the same 5 year period, in » total of 43,849 
male cancer cases, 710 éases of penis cancer were reported (1.62 per cent) ; but 
not a single case in a circumcised Jew, despite the fact that Jews constitute 
about 3 per cent of the American population. If penis cuncer were as common 
ip Jews as it is in the general population, there should have been at least 2! 
cases of penis cancer in Jews, but the fact is that not a single case has ever 
been recorded as occurring in a Jew ritually circumcised in infancy. 


A study of 2252 male cancer deaths among the Jews of London and 
Vienna made by Sorsby (2) some years ago. did not reveal a single case of 
penis cancer. In the principal Jewish hospital in Vienna, there had been no 
operation for penis cancer in 11 years Hoffman made a special study of 
cancer among the Jaws in Montreal. Out of several thousand cancer deaths 
there was not a single case of penis cancer in a Jew. In the Skin and Venereal 
Clinic of Hadassah Hospital in Palestine, in a total of 42.321 new ceses, there 
was not one case of penis cancer ina Jew ; one case was reported occurring in 
a Christian Arab, 

We mast conclude that penis cancer does not occur at all in circumcised 
Jews and but rarely in Mohammedans, and the one common factor in both of 
these racial groups is that they circumcise their male children. The Jews 
have a perfect (100 per cent) preventive score, whereas the disease occurs in 
Indian Mohammedans to the extent of 2.4 per cent. 


There must be a reason for this difference in the cancer morbidity rate. 
The reason, apparently is found in the fact that while ritual circumcision in 
Jews is performed on the ®th day of life, the Mohammedans perform their rite 
mach later, somewhere between the 4th and 12th year. It is conceivable that 
in this interval of several years, in the presence of a tight unretractable foreskin, 
there may occur the added chemical irritation due to retained secretions 
and the mechanical effects of putrified urine and dried amegma constantly 
eroding the delicate mucous membrane. These irritating factors, acting for a 
period of years, may be sufficient so to modify the character of the affected 
tissues as to constitute a precancerous stage which persists even if the offending 
prepuce is removed later during youth. 


Practically all authorities have concluded that the malignancy arises from 
the chronic irritation of the filthy balanitic condition set up by the phimosis 
and that the precancerous stage Can be recognized in the leukoplakic lesions 
usually observed in these cases. The precancerous condition and even the actual 
fully developed cancer may exist for a long time and be erroneously diagnosed 
aod treated balanitis , particularly in cases of unretractable phimosis. 
I have seen such cases. 

Penis cancer occasionally develops after circumcision in adult life, 
performed probably because of an existing phimosis or leukoplakia, or both, 
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the most common causes. It is quite probable that earty malignancy had 
already taken root in these cases long before their circumcision. 

The conctusion is inescapable that the irritation in the anclean preputial 
cavity may begin in early life and that the damage thus produced may persist 
as a foundation for cancer long after circum: ision has been done. All of which 
Gives point to the conclusion that the earlier in life the circumcision is perform- 
ed the levs danger there is of development of cancer in later life. In other 
f words where there ic no foreskin there will be no cancer, The wisdom of the 

8th day Abrahamic Rite is thus demonstrated, so far as cancer is concerned. 
There are other outstanding hygene advantages to be gained by early ciroum- 
cision of infants but they wall not be considered here except to mention the fact. 


Circumcision having been performed on millions of Jewish children for 
thousands of years, it might seem that Jewish male children would be bore 
without a prepuce; in other words, circumcised in utero by Nature, but this is 
wot the case. Jewivh children have foreskins, seme of them phimotic, line 
the children of non-Jews. It is only the removal of this “useless bit of Gesh”, 
as the great Record termed it, on the 3th day of life, before pathologic changes 
have had an opportunity to develop, that gives the adult Jew his immanity 
against penis cancer. Circumcision io adult life of adolescence does not 
protect fully against future malignancy because of the tissue damage (leukopla- 
kia) already done. With this thought in mind, “chronic balanitis” in the middie 
aged ot elderiy, always should be regarded with suspicion as potentially mali- : 
@gnant. Wecan say with perfect surety, that at least 250 deaths annually 
from penis cancer in the United States and 150 in Eagiand and Wales, to say 
nothing of thousands in the Far East, can be prevented beyond any dows, by 
the circumcision of all male children soon after birth. 


it must be apparent that penis cancer offers a fruitful field for the study 
of cancer prevention in general. It has been demonstrated over the years that 
penis cancer, rarely if ever. occurs in men who were crecumcised in infancy, 
owing to the greater cleanliness made possible by the cemoval of the prepuce 1 
and its secretious. The principle of cancer prevention involves the removal 
of the potential irritating X factor. While it is easy to apply this principle to 
penis cancer, it is not 50 easy to apply it co other parts of the body, but the 
effort should be made. 


it has been pointed out by Sorsby, Kaplan and others that while Jewish 
women are vulnerable to cancer generaily yet they enjoy a much lower incidence 
of cervix cancer than do (jentile women and their relative immenity has been 
ascribed to the insistence of the Mosaic code on sexual hygiene. It is within the 
realm of possibility that the cervix already traumatized by childbirth or irritat. 
ing secretions or both in women with uncircumcised husbands, may have 
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become secondarily infected by constant exposure in intercourse to the 
pathogenic secretions of the foreskin of the uncircumcised. In the unclean, the 
invariable existence of a chronic low grade inflammation { baiano-posthitis ) 
may harbor the unknown X factor which is responsible for cancer development. 
This view is confirmed by the work of Drs. Plaut aod Kobo-Speyer reported 
io SCIENCE, April 11, 1947, which demonstrated that haman penile smegma 


( natural secretion of the cavity of the foreskin) contained a cancer-forming 
substance. 


The ultimate contro! of cancer therefore may lie in the discovery and 
elimination of such factors as may give rise first to irritation and then to 
greater susceptibility to infection. So far as penis cancer is concerned, 
absolute prevention is already aveilable through circumcision in infancy, a 
practice which bas become increasingly popular among non-Jews, almost 
routine, in fact, in the United States, as 4 bygienic measure 


The secret of cancer prevention may be found in the field of prophylactic 
bygiene, protection against infection by the cancer factor, of tissues and organs 
made susceptible by the persistence of chronic local irritation. This idea was 
clearly set forth ion THE LANCET of England (3) in an editorial comment, 
from which I yuote: “ Evidence is gradually accumulating that for a number 
of organs cancer is, within limits, a disease which can be prevented by paying 


attention to the genern! hygiene of exch particular organ throughout life.” It 
may be possible to prevent a substantial degree of cancer incidence if and 
when we learn to apply the principles of preventive hygiene, as exemplified in 
the genital cleanliness and the absolute rarity of penis cancer in the circumcised. 
The idea is simple enough, prevent the spread of cancer by eliminating the 
conditions ( irritation and infection ) which favor its development. This may 
not be as difficult as it sounds, once we begin to understand what we have to do, 


References. 
(1) Wolbaret. A. L., The LANCET, Jan. 16, 1932, p. 150. 
(2) Sereby, M., Cancer and Race, London, 1931, p. 66. 
(3) The LANCET, Jen. 16, 1932, p. 146. 
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Modern Treatment of Syphilis, Incleding Syphilis of the 
Central Nervous System 


By 
Evan W. Thomas 
Awocisted Profesor of Medicine, New University College of Medicine; 
Visiting Physicien, Beliewue Hosperal 

At the risk of carrying coals to Newcastle it seems advisable to consi- 
der certain important characterisnes of syphilis before discus: mg its treatment. 
The early stages of the disease ( primary and secondary syphilis) comprise a 
telatively benign, acute phase of the infection during which the body tissues 
teact differently to the Treponema pallidum than during the late chronic phase. 
The early lesions of syphilis are infectious but non-destructive and self-limited. 
If early syphilis is not treated within a maximum period of two years the 
infected individual develops a permanently altered reaction to the trepomemes 
which comprises the late chronic phase of the disease. The late lesions are 
rarely self-limited and they are always destroctive. Probably 60 per cent of 
treated syphilitics never develop demonstrable late lesions during life and 
remain in the so-called latent stage. As is well kcown, however, it fs 
impossible to determine in advance who will remain in the latent stage and 
who will develop demonstrable late lesions Gummas and gummatous reactions 
May ocear thirty years or more after infection. 


If the early acute phase is untreated the infected individual, with rare 
exceptions, develops a permanent refractory state toward carly lesions. In 
other words, whether cured or not two or more years after infection, reinfection 
with the T. pallidum may eocar but it will not be followed by the appearance 
of early lesions. If, however, antisyphilitic treatment is received during the 
early phase, the permanent establishment of the refractory state toward early 
lesions is inhibited, and unsuccessfully treated patients may be reinfected with 
the development of ear)y lesions. 


The immunologic differences hetween early and late syphilis are not con- 
fined to the establishment of a permanent refractory state toward early lesions. 
Positive serologic tests for syphilis (STS) can be reversed to negative by 
antisyphilitic treatment much more rapidly during the early than the late 
stages of the infection. Following successful treatment of early seropositive 
syphilis, quantitative S'S show a rapid fall and in the majority of cases be- 
come negative within three to nine months, depending on how early in the 
course of the disease the patient is treated. Some individuals treated foe early 
syphilis have low STS titers for more than nine months after treatment, 
Experience has proved that such patients do not represent failures of treatment 
dod that they will finally become seronegative without further therapy unless 
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relapse occurs in which case there is a sharp rise in the quantitative STS titers. 
The rapid drop of STS titers which occurs following therapy of early syphilis 
is rarely noted after treatment of late syphilis, In at least 75 per cent of late 
cases no therapy will reverse positive STS to negative within five years and 
some patients remain seropositive for life. 


The above statements about the STS following treatment of early and 
late syphilis have long been valid but there are still differences of opinion and 
also misconceptions about the interpretation of persistent positive STS after 
treatment, In my opinion, the fact that STS remain positive for many years 
following treatment of late syphilis does pot necessarily mean the persistence of 
a syphilitic infection. It is not within the scope cf this paper to give reasons for 
this belief but it should be remembered that STS are not tests for the micro- 
organisms of syphilis but for a globulin factor called reagin. Ali of the tests 
are based on the principle of identifying antibodies. Presumably reagin is an 
antibody but it is neither protective against syphilis nor is it absolutely specific 
for syphilis, Individuals vary greatly in the amount of reagin they are capable 
of forming and there is no relationsbip between the height of the STS titers and 
the severity of the disease, Following successful treatment of early syphilis 
positive STS, with oecasional exceptions, become completely negative within 
two years, and the reverual of positive tests to negative is one of the proofs of 
cure of early syphilis. Following treatment of late syphilis, the failure of 
positive STS to become negative is in no way proof of the failure of treatment, 
and it is a serious mistake to treat late syphilis with the sole purpose of obtain- 
tng negative serologic tests, 


More time might well be spent in clarifying the foregoing statements bot 
the subject of this paper is the penicillin treatment of syphilis to which I 
now turn. 


Difficulties in Evaluating Penicillin Therapy of Early Syphilis: No 
antisyphilitic agent‘has had such controlled studies of its therapeutic effecti- 
veness as penicillin, But, in spite of carefuily planned programs of therapy 
and record-keeping, the evaluation of penicillin therapy of syphilis bas been 
handicapped by a number of uncontrollable variables. Both the quality and 
kind of penicillin preparations used during the past five years have changed so 
tapidiy that the prolonged follow-up research needed to evaluate various 
schedules of treatment has been unable to keep pace with changes in the peni- 
cillin products. Of even more importance ull statistics on the rapid treatment 
of early syphilis have been vitiated by the occurrence of many probable rein- 
fections. The greater the reservoir of infectious syphilis the greater is the 
possibility of reinfection. Ip numerous communities where the most careful 
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foliow-up observations on treated patients have been recorded, the reservict 
of infectious syphilis has altered significantly during the past five years 

Because the incidence of infectious syphilis in New York has declined 
notably within the past two years and because penicillin G does not vary in 
therapeutic effectiveness to the same extent as the earlier amorphous penicillin, 
statistics recording the results of treatment of early syphilis during the past 
two years probably give a truer picture of the effectiveness of therapy than do 
those reported for the previous three years. 

Variations in Penicillin Preparations: The original penicillin prepa- 
rations used im the treatmeat of syphilis were all sodiam, potassium or 
calcium salts of amorphous penicillin which were dissolved in water and inje- 
cted at frequent intervals, In 1945 calcium salts of amorphous penicillin were 
mixed with oil and beeswax thus delaying absorption. By 1946 amorphous 
penicillin began to be replaced by crystalline peniciliin G which is sow 
used almost exclusively. Early in 1948 sodium or calciam penicillin G in oil 
and wax was replaced by the relatively insoluble procaine salt and a few 
months later procaine penicillin G in oil and 2 per cent alamioum monostearate 
became available for genera! use. 


As is well known, aqueous solutions of very soluble salts of penicillin 
are rapidly absorbed and excreted. To obtain continuous demonstrable blood 
concentrations of penicillin with doses of 20,000 to 80,000 units in aqueous 
solution, injections must be given every three or four hours. POB prepara. 
tions were more slowly absorbed than aqueous solutions. Hewitt, Whittlesey 
and Keefer found that the maximum blood concentration of penicillin after an 
injection of 300,000 units of crystalline sodium penicillin G in oil and wax 
occurred about 4 hours after the injection and in some cases levels of 5 units 
per ce. were found im the blood, Demonstrable blood concentrations of 
penicillin after an injection of 300,000 units of POB could be found for fifteen 
to thirty hours. 


Following an injection of 300,000 units of procaine penicillin G m oi! or 
water, Hewitt, Whittlesey and Keeler found demonstrable blood concentrations 
twelve bours after administration in 100 per cent of cases and twentytour 
hours after injection in 92 per cent. The maximum concentrations occerred 
about four hours after injection and varied from 0.08 to 2.5 unite per ce. 
‘of serum, 

Following an injection of 300,000 units of procaine penicillin ( amall size 
particles ) in oil and 2 per cent aluminum monostearate, the relatively bigh 
blood concentrations of penicillin obtained with the more rapidly absorbed 
products do not occur but demonstrable blood levels of 0.03 units of more 
were found in 90 per cent of 173 cases for four or more days. 
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Up to the present there is little evidence that brief high blood concentra. 
tions of penicillin are needed in the treatment of syphilis. The time during 
which penicillin is active in the body tissues, however, is of great significance in 
antisyy hilitic therapy, Consequendy the new very slowly absorbed penicallin 
preparations may well prove of great value in antisyphilitic therapy. Daily 
injections of these preparations sre probably umnecessary. Thus the physician 
now has at his disposal a variety of penicillin products by means of which he 
can choose schedules of antisyphilitic therapy which will meet his own con- 
venience and that of the patient. It should be recognized, however, that 
insufficient time has passed for the evaluation of treatment with procaine 
peniciliin G in oil and aluminum monostearate, The data now available on 
the treatment of syphilis with penicillin consist entirely of follow-up studies of 
patients treated with aqueous solutions of penicillin and POB. The chief 
value of the data on treatment schedules with the earlier penicillin preparations 
is that they furnish us with a background for determining the optimum total 
dosage of penicillin and the optimum time of therapy. 


Treatment of Early Syphilis With Aqueous Solutions of Penicillin and 
POB in Bight Days: The earliest schedules of penicillin therapy assigned to 
us at Bellevue Hospital by the Syphilis Study Section of the Subcommittee for 
Venerea! Diseases of the National Research Council called for such small total 
doses over an eight-day period that they can now be disregarded, From the 
early experience we learned that for an eight-day period of therapy totai doses 
of less than 2,400,000 units of penicillin in aqueous solution or in oil and wax 
were unsatisfactory. At Bellevue Hospital after treating fairly large series of 
Patients with total doses of only 600,000 to 1,200,000 units of penicillin in 
seven and a half days, a variety of treatment schedules using more adequate 
doses were used. 


Table I shows the cumulative ‘‘failure” rates for seven treatment scheda- 
les, the time of therapy in all cases having been seven and a half to eight days. 


From the statistics shown in Table I we can conclude: (!) treatment with 
2.400,000 units of penicillin in aqueous solution ( with individual injectiuns 
every two to three hours) is as effective as when twice that amount of 
penicillin is sed; (2) the addition of 0.04 gm. arsenoxide to a total dose of 
1,200,000 units of penicillin in aqueous solution gives no better results than 
2,400,000 units of penicillin alone; (3) daily injections of 300,000 to 600,000 
units of POB are as effective as 40,000 to 80,000 units of penicillin in aqueous 
solution injected at three hour intervals. 


“Failure” rates of 20 per cent are far from satisfactory but in all proba- 
bility the actual results were much better than the statistics indicate because 
no attempt was made to differentiate relapses from reinfections. 
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Treatment of Barly Syphilis With POB in Fifteen Days: \t was nut 
until October 1947 that we extended the period of penicillin therapy for early 
syphilis at Bellevue Hospital from 8 to 15 days. The treatment schedule 
consisted of 15 daily injections of 660,000 units of POB. By the time this 
schedule was in use the number of early syphilis cases admitted to our service 
had declined from a high of over 250a month in previous years to less than 
75 per month. For a variety of reasons all of the patients treated for early 
syphilis were not placed on a research basis. Since October, 1947 we have 
observed for 8 to 15 months 154 patients treated for dark field positive early 
syphilis with 600,000 units of POB for 15 days. Of these 3 were re-treated 
because of new infections, each cf the 3 having developed ‘new chancres at 
different sites from their original primary lesions; } was re-ireated because of 
& persistently high quantitative Kahn test 9 months after thernpy and another 
patient will be retreated for the same reason. It has been our practice to 
re-treat patients who have positive STS ip serum dilutions of one to eight or 
more oine months after treatment. 


As yet we have inadequate data on the use of procaine salts of penicillin 
in the treatment of early syphilis. There is every reason to believe, however, 
that procaine penicillin G in oi] or water without aluminum monostearate is 
comparable in therapeutic effectiveness to POB, Procaine penicillin G in oi) 
and aluminum monostearate, on the other hand, offers possibilities of very 


different time dose relationships in the treatment of syphilis than either POB 
Of procaine penicillin without aluminum monostearate. At present in co-ope- 
ration with the Syphilis Study Section of the National Institute of Health 
three different schedules of therapy with procaine penicillin G in oil and 
aluminum monostearate are being used at Bellevue Hospital: (1) A single 
injection of 1,200,000 units. (2) An injection of 1,200,000 units once a week 
for two weeks. (3) An injection of 1,200,000 units once a week for four weeks. 


Another year will be needed before the results of the above treatment 
schedules can be evaluated. Obviously they represent an important simplifi- 
cation of the treatment of early syphilis if they prove successful. 


Treatment of Relapsing Early Syphilis: Following treatment of early 
syphilis patients may relapse with or without early infectious lesions. In the 
latter case the relapse is determined only by marked sustained rises in quanti- 
tative STS from previous levels (serologic relapse), KRelapses and also 
reinfections may occur before or after the STS have become negative. 


Referring again to Table I it will be seen that the cumulative ‘‘failure” 
rates of patients treated with at least 2,400,000 units of penicillin in eight 
days because of relapse or reinfection were similar to those of patients treated 
with the same amount of penicillin for original infections. Many of the 
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Patents retreated were probabiy reinfected but unyjuestionably some patients 
with early syphilis require more prolonged treatment and possibly greater 
amounty of penicillin than others. So far on our service we have sot found 
a single case of early syphilis that failed te respond to penicillin or failed to 
bave a seccessiul outcome of treatment provided relapses were redreated with 
wmcreased doses over a period of at least 15 days. 


A better pian ia to re-treat a genuine relapse with from 6,000,000 to 
90,000,000 enits of penicillin over a period of at least two weeks, 1 ae a0 
ceason why either biemuth or arsenicals should be used in the treatment of 
telapse unless a second treatment with penicillin fails or the original infection 
fails to respond to penicillin. . 


Treatment af Newrosyphilis With Penicillin: Early syphilis of the 
central petvous system, as a rule, reagx ods readily to any type of good ant)- 
syphilitic therapy. Hut permanent arrest of late peurosyphilis in achieved m 
less than 50 per cent of canes treated with beavy metals and arsenicals, Prior 
to the advant of penicillin, fever therapy was the treatment of choice for all 
cases of late neurosyphilix, Most of them having been treated with malaria. 
We now have several hundred patients who have been followed up for five or 
more years after fever therapy. Since April, 1944 we have ubed punicillia 
exclusively for the treatment of all types of neurosyphilis, and we have found 
peniciliia more effective than malaria therapy. 


In evaluating the results of therapy for neurosyphilis we have used the 
spinal fluid examinations as the only reliable guide to the arrest of the syphi- 
litic process. Dattner, who was associated with Wagner-Jauregg wher 
malaria therapy for general paresis was first used, has long beliewed that the 
best evidence of activity of a syphilitic infection in the central nervous system 
is the presence of increased celle in the spinal fluid. In active late seurosy- 
philis the pleocytosis is usually associated with increased total protein, Foliow- 
ing successful therapy, the cells in the spinal flaid should be less than 4 per 
cu, mm. three to four months after treatment, and increased protein determina. 
tuons should show a definite decrease. Over a prolonged period of observation, 
quantitative Wassermaan reactions of the spinal fluid. increased total protein 
values and quanutative colloidal gold tests should show a gradual beat conti- 
nucus trend toward normal. More than five years mey pass before the 
Wassermann reaction of the spinal fluid becomes completely normal after 
successiul treatment. Ia our experience, following treatment of neurosyphilis, 
if the cells were oormal and the other tests showed « definite trend toward 
normal values, ce-treatment with either fever therapy or penicillin failed to 
hasten the reversal of abnormal spinal fluid tests to normal. Puarthermore we 
have not found that additional antisyphilitic treatment wumproved the clinical 
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symptoms and signs of patients whose spinal fiuki tests showed po evidences 
of an active syphilitic inflammation in the central nervous system. 

‘The spinal fluid tests are of such great importance in the management of 
neurosyphilis that every effort should be made to ensure accurate and careful 
laboratory tests. We have found that the best spinal fluid complement fixation 
tests for syphilis and the most satisfactory colloidal gold tests have been 
furnished by the New York State Department of Health laboratories. The 
New York State laboratories titer the spinal fluid complement fixation tests 
for syphilis im units in the same way that complement fixation tests of the blood 
are titered, They also do the new Lange coljoidal gold test which gives 
more constant readings than the old test and affords quantitative values by 
adding the figures for the reactions in all 10 tubes. I cannot take the time 
bere to describe the new techniques of spinal fluid tests bot | would stress the 
fact that im many hospitals and laboratories the techniques now used are out- 
moded afd unreliable. Intelligent evaluation of treatment for neurosyphilis 
would be promoted, in my opinion, if the New York State laboratory technique 
were widely adopted, 


The spinal fluid tests are a much bet’er guide to the effectiveness of 
treatment for neurosyphilis than are the clinical signs and symptoms, The 
clinical response to treatment depends largely on the site aod degree of perma- 
nent damage in the central nervoug system. If important functioning paren. 
chyma has been replaced by scar tissue it is manifestly impossible to restore 
normal function by antisyphilitic therapy. 


There are still differences of opinion regarding the telative merits of 
malaria therapy and penicillin in the treatment of neurosyphilis, especially 
general paresis, At Bellevue Hospital we are convinced that penicillin has 
caused clinical improvement similar to that obtained by fever therapy and we 
do not advise malaria or any other type of fever therapy unless penicillin 
treatment fails to produce satisfactory changes in the spinal fluid tests. 


Of 376 patients treated for active neurosyphilis with penicillin alone and 
followed up for nine to filty-four months, forty-three patients only were re 
treated; thirty-two ( 8.5 per cent) having been re-treated because of relapse as 
shown by spinal fluid tests and eleven ( 3 per cent ) havirg been re-treated 
because of an attempt to improve the clinical status of the patient,in spite of 
satisfactory findings in the spinal fluid. The dosage of penicillin varied from 
2 to 9 million units and the duration of therapy varied from ten to nineteen 
days, The majority of relapses occurred in patients who received less than six 
million units over a period of less than ffteen days. When aqueous solutions 
of very soluble salts of penicillin were used, treatment with 40,000 units every 
three hours for 150 doses proved sufficient [or most cases of neurosyphilis; 
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Equally good results were obtained with daily injections of 600,000 units of 
POB for fifteen days, We are now treating neuronyphilic with 10 daily imjec- 
tions of 600,000 umts of procaine pemeciiiin G in oi) and aluminum monostea- 
rate. With this treatment demonstrable biood concentrations of penicillin are 
found for five to seven days after the completion of therapy bat we hawe ro 
data as yet on a prolonged follow-up of any of these patients. 

Treatment of Late Syphilis Other Than Newrosyphilis:s Gammas and 
KUMmMatous infiltrations have respoaded well to penicsilin therapy at Bellevue 
Hospital and also in tne experience of others except for 2 gommas, reported 
separately, which failed to heal after penicillin but responded to malaria 
therapy in one case and to mapharsen in the other. 

The evaluation of therapy for late laient syphilis and cardiovascular 
syphilis ts difficult because in most cases positive STS do not become negative 
for years after treatment and no antisyphilitic therapy can restore normal 
function to an already damaged aorta or heart. Io the case of latent syphilis 
quantitative STS obtained at regular iatervals after treatment will usually 
show a gradual trend toward normal values although fuctuations in titers are 
not unusual. Re-treatment is not advised aniess the quantitative STS show 
marked, sustained rises in titers from previous levels. 


All types of late syphilis can usually be treated successfully with from 
4 to 9 million units of penicillin given over a perrtod of two to three weeks. 
The data now available indicate that such therapy bas accomplished as much 
as or more than two years of routine therapy with heavy metals and arsenicals. 


—~ Baill. N. Y. Acad. Med Aug, 49. 


( British Anti-Lewisite) 
An effective new antidote for : 
Arsenic, Mercury & Gold poisoning ; 


ij 


Injection of B.A.L.- Boots consists of a sterile 5 per cent 
solution of 2, 4 - Dimercapropropanol in arachis oil 


containing 10 per cent benzy! benzoate. 
B.A.L- BOOTS IS FREELY AVAILABLE 
Supplied in 2 ¢.<. ampoules in boxes of 12 


Distributed in India by 
BOOTS PURE DRUG CO. (INDIA) LTD. 


¥.0, Box 680, BOMBAY. P.O. Box 2070, CALCUTTA, ¥.0. Bax 29, FORT, COCHIN, 
MANUPACTURED BY PURE DR Cth LID NOTTINGHAM, ENGLAND 
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Cardiovascular Syphihs 
The Effect of Penicillin Treatment on its Incidence 


The worldwide acceptance of penicillin ax the best single agent for the 
treatment of syphilis has presented some problems in the consideration of 
cardiovascular syphilis, some of which will take many years before being finally 
settied. Three of the most important of these are:— 


(1) Are the present methods of treatment for early, latent and late sympto- 
matic syphilis enough to insure against the later development of cardiovascular 
syphilis ? 

(2) Are doses of penicillin that are subcurative for established syphilis, 
such as those often given for gonorrhoea and other venereal and non-venereal 
conditions within the incubation period of a possible syphilitic infection, likely 
to result in the complication of cardiovascular syphilis im later years. 


(3) Isa short treatment with penicillin alone, or a slightly longer one 
incorporating bismuth in addition for periods of jess than one year, an adequaic 
therapeutic measure for those already showing cardiovascular involvement ? 


A fourth problem, less pressing since it ia a matter of detail rather than of 
principle, but more likely to be decided first by experience, is whether precipi- 
tate treatment with penicillin for previously treated aortitis is likely to cause 
severe therapeutic shock. This, and to a lesser extent No. 3 also, will not be 
considered at this stage. 


The Efficiency of Modern Methods 


The present day treatment of early syphilis-generally favoured in Western 
Europe-employing 4.8-6.0 mega units of Penicillin G over 8-'0 days alone, or 
the same reinforced by a course of trivalent arsenic and bismuth, or bismuth 
alone—seems to be adequate on the whole. Failure retes of up to 25-35 per 
cent at 18-24 months may occur with penicillin alone ( Moore, 1948 ), compa- 
red with 3-5 per cent with the old protracted regimes, but consideration of the 
smal! fraction of patients used to complete these extensive schedules, compared 
with over 90 per cent of those receiving the short penicillin course, provides 
an overwhelming majority of the modern methods of the numbers adequa- 
tely treated, 


Applying the existing criteria of cure~i. e. a persistent negative serology 
for two-and-a-half years after treatment and a negative cerebrospinal fluid at 
the end of this time-—one can only say that so far penicillin hag well proved 
its initial promise, The fact that repeated C. S. F, examinations on many 
thousands have proved negative, with only a negligible residue of symptomatic 
neurosyphilis, makes it reasonably certain that there will be no delayed large 
scale appearance of symptomatic neurosyphilis. By analogy, common sense 
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Prompts one to believe also that the incidence of later cardiovascular syphilis 
will be no less satisfactory. 


The diehards, however, wil! still argue that it is only by the process of 
time and time alone {and thus not to be decided within the lifetimes of the 
more senior clinicians ) that it will finally be known for certain whether or pot 
the risk of the development of cardiovascular syphilis in later life may be 
excluded. I intend here, however, to show how this question might be anewe- 
red in advance of this time and how the failere of penicillia ( unlikely though 
it is) would show itself in the offictal figures so that measures might be taken 
to misimize the widespread misery that would have been caused. 


The Masking of Syphilis 


The possibility of the masking of syphilie by rubcurative doses of penici- 
Hin given for gonerrhora, or indeed for any other venereal of non-venertal 
complaint, offers more room for conjecture. Such a possibility has been in 
the minds of venereologists ever since the first use of the drag. Though colle 
cted cases have been published and reviewed (Cronin, 1947, Leeming, 194®), 
and the standard period of observation after penicillin treated gonorrhea has 
been increased to six months for that small fraction of the total who can be 
induced to continue attending for so long. I can recall only one doubttul 
case when it could be said that a simultaneously acquired syphilitic infection 
might not have been detected within three months after penicillin was given 
for the treatment of gonorrhaa. 

There are three possibilities :— 

(1) Incubating syphilis is not affected at all. This is unlikely when 
large dosage of penicillin are given or when the blood levels following 
small doses are prolonged by using procaine penicailin, 

(2) Syphilis may be actually aborted i. ¢. the small doses given may 


in effect be curative or, if not, the syphilis appears above the clinical 
horizon within three months. 


(3) Syphilis is in fact masked, and an increase in the incidence of 


cardiovascular syphilis and all forms of late symptomatic syphilis may 
follow. 


Widespread evidence of such masking—and only a large-scale masking 
would lead to a substantial increase in the incidence of cardiovascular syphilis 
in later life (since the patients will be progressively dying in increasing quan- 
tities from other diseases the longer that they live)—may be apparent by con- 
sidering evidence from two sources in the Ministry of Health's Annual 
Report (1947. 


{1) A variagon in the trend of the early syyhilis-gonorrhera ratio 
between the two sexes. 
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(2) An increase in the aumbers of previously undiagnosed cases of 
late syphilis compared with the new syphilis figures for the previous five 
years. This is also bound up with the first consideration—the adequacy 
of the existing treatments of early syphilis. 


New trends in these figures would be detectable for many years before 
there was an actual increase in the death rates from aneurysm, which would 
be the ultimate proof, 


The Barly Syphilis-Gonorrhaa Ratio 


In the period 1931-!8,presumably as a result of years of an efficient, if 
protracted, treatment for syphilis, while gonorrhora received virtually no 
specific treatment at all, the ratio of the aumber of new cases of gonorrhaa 
for each new case of early syphilis of less than one year's duration increased 
from 4.56 to 7.46 in males and from 2.87 to 5,18 in females. The sulphona- 
mides, which were first used experimentally in the clinics for the treatment of 
gonorrhea in 1937, had made their influence fully felt by 1942, when the 
gonorrhera-syphilis ratio reached 3.28 for males and 2.35 for females. In 
1943 it was 3.45 for males and 2.24 for females. 


From this point the position is more confused, since penicillio was first 
used on a large scale for gonorrhaea and then for both diseases, hence its effect 
on the ratio, if any, is unpredictable. 


When, however, it is remembered that early syphilis in males is diagnosed 
in the seronegative stage in about a third of cases, but very seldom in females, 
it is evident that it is mach more easy to mask or abort an incubating syphilitic 
infection in treating gonorrhea in men than in women, since by the time 
disease is diagnosed in the latter the syphilis is usually evident in the serology 
if not clinically. Thus any masking or aborting of syphilis should be discerni- 
ble from the relative trends of the early syphilis gonorrheea ratios of the two 
sexes, for a divergence is to be expected, 


Actually there has been a progressive drop in the ratio of gonorrhea to 
fresh early syphilis in both sexes right up to and including 1947, but the drop 
in recent years has not been quite so pronounced in males as in females. The 
recent ratios are 

1944 1945 1946 1947 
Males ane 3.79 4.08 3.45 3.16 
Females ase 2.15 2.10 1.49 1,29 


It will be noted that the 1947 figure for males, though admittedly the 
lowest on record, is not very different from the 1942 figure, while that for 
females has been nearly halved. 


It may be that these figures, even if suggestive, are not yet statistically 
sigatheant, or even if they are there may other perfectly good reasons for the 
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apparent slight divergence, but revertheless it cam be said that sach « tread 
cannot be excluded and the figures for 1948 are awaited with interest. If the 
trend continues it may well indicate that cases of sncubeting syphilis in the 
male are being suppressed, but whether they are masked, forming a future 
ceservow of cardiovascular syphilis, aborted completely can only be foretuld 
from the figures showing the incidence of late syphilis 
The Incidence of Late Syphilis 

The number of cases of late syphilis reported from the venereal diseases 
clintes in England and Wales in any one year can be calculated by adding the 
total attendances of fresh syphilis in both sexes and deducting from this the 
oew cases of early syphilis of less than twelve months duration and those of 
congenital syphilis reported in the same year. Bearing in mind the possible 
fallacy that a varying number of patients with late syphilis may be referred 
from other hospital departments, the number of fresh cases of late syphilis 
should bear some relation to that of new early infection if a time interval bet- 
ween them, arbitrarily taken as five years," employed in their comparison, 

The late syphilis figures will include not only late symptomatic syphilis 
but also latent syphilis of more than one year's duration. These latter should 
arise in increasing amounts as the sufferers are progressively discovered at 
routine tests, not only if penicillin is not properly curing early syphilis but also 
if penicillin given for previous gonorrhora has masked or modified a simul. 
taneously acquired syphilitic infection. An unfavourable turn in the relation 
of these figures should be evident years before there was an actual increase, 
if ever there will be, in the incidence of later cardiovascular syphilia. 


Actually the figures for late syphilis show a steady decline from 6661 in 
1933 to 4,050 fn 1941. During the next few years they rose again slightly to 
5,048 in 1944, but in the following three years they have remained remarkably 
steady at 4,546 to 4821. This is in spite of a phenomenal rise in the incidence 
of early syphilis which: began more than five years before latest figures, os 


follows 
1939—4,986 1944—- 9.318 


1940—5,611 1945 ~ 10,741 
1941-—-7,332 1946—17,675 
1942—9,046 1947-~14.166 
1943-—9,642 
There were 4,936 cases of early syphilis in 1939, increasing anuuwally to 5,611, 
7.332 and 9046 by 1942. The years 1943-1945, however, showed the figures 
still higher at 9,642, 9,318 and 10 741 respectively, afterwards reaching a peak 
of 17.675 ia 1946, but dropping slightly to 14.166 in 1947. 


Thus, comparing the numbers of early syphilis for the previous five years 
with those of late syphilis of recent years, we find that though the early syphilis 
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figure has nearly doubled from4 986 In 1939 to 9.046 in 1947, the number 
of late syphilrs reported annually five years later has actually dropped from 
5,048 in 1944 to 4,618 in 1947. The figures for the next few years will be 
crucial in estimating the ultimate efficacy of penicillin for early syphelis, because 
there has been a spectacular rise in the numbers of those still treated and, if the 
late syphilis figures remain at their present comforting level, this will be 
evidence not only of the ade yuacy of the drag, but also, if the incidence of early 
syphilis in males is redaced at all as a rewit of penicillin given for a previous 
gonorrhae, it will also indicate that the reduction is dus to complete prophy- 
jaxis rather than to masking. 


The Final Proof 


One last argument which cannot be gainsaid. is the possibility tt at cardio- 
vascular syphilis may »till occur in the face of completely negative serological 
and C. S. F. findings. That this can occasionally happen even with the older 
methods of treatment is indicated by many isolated cases that have been 
reported. Jordon and Voice, 1946, for example, had two patients developing 
syphilitic aortitis three and nine years after they had become seronegative. 
This unlikely but not impossible event may be discounted soonest by a large- 
scale pathological investigation of sections of the aorta from known eariy 
syphiliucs who have been treated and apparentiy cured, but who have reached 
the post mortem room for other reasons, Experience, however, shows thas 
such data usually takes many years to compile and are most likely to be forth- 
coming first from the U. 5S. A. . 


Aortic aneurysm requires many years to develop-70 per cent of forty-one 
cases reported by Woodruff ( 1948) survived until their fiftieth birthday-though 
they are usually apparent clinically well before this time. Inthe U.S. A, 
cardiovascular syphilis accounts for 10-15 per cent of all cardiac ciises at 
autopsy. The trend of this figure should also be noted, but if it is to be affected 
at all it is unlikely to show for several decades. 


The figures showing the deaths from aneurysm in this country are also 
published annually by the Ministry of Health and have remained remarkably 
constant. In the years 1911-20 they averaged 1,046 annually. From 1911-20, 
1,109. From this point the figure gradually decreases, reaching the low level 
of 853 in 1945, but it rises again to 960 in 1946 and returns to its former level 
of 1,012 in 1947, These figures, too, however, are unlikely to be influenced 
by penicillin one way or the other for a further fifteen to thirty years. 

Another more hopeful line of research concerns the treated latent or late 
symptomatic neurosyphilis. Cana short course of penicillin prevent an aortitis 
in these more advanced cases? These patients will, on account of their 
seniority, die before those treated for early syphilis, and sections from the 
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aorta can be examined, bat in aay case even before death clinical evidence of 
aneurysm and aortites should appear with increasing frequency. Many petents 
with late syphilis today are treated over only a fraction of the ime which 
formerly pertained, and the discovery that penicillin alone was pot sufficient 
io late syphilis to prevent the development of cardiovascular syphilis would 
mean that a large number of cardiac patients might be expected in the near 
tuture-—perhaps within the next ten years. 


We will be helped, too, by the resuits of the peniciilin treatment of patients 
showing severe aortic involvement who have subsequently died. Histological 
examimations—such as those conducted by Webster and Reader ( 1948 ) to 
assess the efticacy of arsenic and bismuth treatment— wil! at least tell us 
whether penicillin has been effective in the established case. If it has, then its 
success in the preclinical forms ( such as those that toliow latent syphilis ) may 
ceasonably be iaferred. This information should be available much sooner, 
perhaps in two to five years, At present we must be cautious in assessing the 
effects of the penicillin treacment of established cardiovascular syphilis, since 
we have as yet no adequate published data on which to form an opinion. 


Summary and Conclusions 


(1) There is a theoretical possibility that there might be a future increa- 
sed incidence of cardiovascular syphilis arising from the following possible 
causes! 

(a) Small doses of penicillin given during the incubation period might 
mask a developing infection. 

(b) Penicillin for the biological cure of early syphilis might be inadequate. 

{c) Peniciilin might be inadequate for the snccessial treetment of fate 


syphilis. 

(2} Such an event might be foretold many years in advance Shoold 
syphilis be aborted of masked in the incubation period by the small doses of 
penicillin given for gonorrhoea a difference should appear m trends of the ratio 
between gonorrhoea and early syphilrs mm the two sexes because gonorrhoea is 
diagnosed later in women than in men, and therefore syphilis in women is more 
likely to be discovered before there was ever an opportunity of it being masked 
er aborted. These ratios have been examined and there is slight suggestive 
evidence that such is happening. This trend, d present. should become more 
convincing io the next two years, 

(3) If the penicillin treatment of early syphilis is inadequate or df the 
decrease is being masked, or both, there should be an increase in the anneal 
figures for late syphilis when reiated to those for early syphilin for the previous 
fiwe years Though the rise in the incidence or early syplilia, which was later 
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to be spectacular, had begun to be apparent in the years 1940-42 there was no 
increase in the amount of late syphilis io the years 1945-47. The coming 
three years should be decisive, for in 1943-45 not only was there an even greater 
rise in the incidence of early syphilis, bat penicillin was introdaced for its 
treatment. 


(4) The final proof of an increase in the incidence of aortic syphilis can 
only be at post-mortem or by X-ray and is unlikely to be forthcoming for ten to 
thirty years. Other ways by which reasonable deductions can be made before 
this tine have been indicated. 

(5) What little evidence we at present possess suggests so far that 
penicillin given for early syphilis will prevent cardiovascular syphilis from 
occurring in later life. 

‘ Med. World LXX ; 866, Aug. 1949. 


What the General Practitioner Should Know About Dermatology 


Some of the most common dermatoses that a general practitioner will 
encounter in his practice are discussed. 


Vulgaris. —Androgens stimulate the sebaceous activity and estrogens 
decrease the growth of the sebaceous glands and help acne in both males and 
females. “Even in an adolescent girl whose menses are regular and whose 
sexual organs and secondary sex characteristics are normal, acne wil! be helped 
by the administration of estrogenic hormones or injections of antuitrin S...... 
As primary ovarian hypofunction is uncommon before 20, it seems probable 
that the demonstrated hypofunction is secondary to a lack of gonad-stimulating 
hormone from the pituitary gland. 


“Careful questioning about diet wil! usually elicit the information that 
the fat content is unreasonably high. Basal metabolism test sometimes shows 
an under-activity of the thyroid gland and there may be an elevation of the 
serum cholesterol and secondary anemia. 

“Often adolescents drink 1 to 4 quarts of milk a day, along with bacon 
and eggs for breakfast, loads of butter, peanut butter, ice cream or chocolate: 
perhaps with some malteds to fill in. Some persons drink huge amounts of 
milk for years io an effort to put on weight without success. It becomes a 
ritual, as they are afraid to stop it.” 

“Excessive intake of milk or other products mentioned above is harmful 
im acne.” 

When patients with oily seborrhea and acne come in to consult the writer 
he asks them questions pertinent to their endocrine status and about their diet 
and elimination, He does a complete blood count and a basal metabolism test. 
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“ The excess sebum often responds to regulation of dist, and small does of 
some estrogenic substance Stilbestrol 0.5 mgm. at bedtime is efficacious and 
is usually tolerated well. Later the dose is reduced to 0.1 mgm. daily and after 
a few months the drug may be stopped. in severe cystic and nodular cases in 
boys as well as girls, stilbestro! treatment usually in two or three weeks causes 
remarkable improvement. In cases of intolerance to stilbestrol, 2,000 units of 
Progynon or thee'io weekly intramuscularly of | cc. (100 units) of antuitrin 
S intramuscularly twice weekly are used. Thyroid extract if indicated also 
helps. Methionine and choline are likewise of value in oily seborrhea“ 


If the disease is very pustular seek the reason. “ The extreme pustulation 
is often due to chronically infected tonsils. jess often to adenoids, sinus trouble 
or tocal infection about the teeth, particularly infection and absorption around 
impacted wisdom teeth. In these very pustular cases, there are three things 
to do. First get rid of the focus, second give staphylococcus ambotosoid 
injections 

The writer does not give oral penicillin and the injections are too mach 
trouble for an acne patient. More often he gives sulfadiazine for a week or 
two. If this is not effective, he gives sulfapyridine for a week. Always the 
doses are small and the directions about soda bicarbonate and large quantities 
of fluid are explicitly given. Splendid results on severely pustular cases 
frequently result from such therapy. ” 


X-ray therapy of acne is seidom necessary. 

Seborrheic Dermatitis. — Next is the ordinary type of seborrheic dermatitis 
with dandruff, yellowish pink greasy scaling of the supraorbital legions, alae 
nasi, ears, axiilas and stesnal region. “ This is largely a nutritional problem 
helped by cutting down sugars and fats in the diet arid by crude liver extract 
injections, vitamin B complex, thyroid extract and vurioas local remedies 


including x-rays." Lastly in this group consider the more inflammatory acute or 


chronic cases of seborrheic dermatitis in which there 1s erythema and exfoliation 
on the scalp and often the entire bead, sweiling of the lids, moist red scaling 
lesions in the axillas and groins and gluteal crease. “One hasto exciude the 
diagnosis of monilimsis in sach cases which is done by direct microscopic 
¢xaminations and cultures. 


The writer is more and more impressed by the rapidity «ith which 
pyogenic cocci contaminate and infect all kinds of moist eruptions, “itis an 
importan; factor in this severe type of seborrhic dermatitis, as well as in cases 
of contact dermatitis and dermatitis due to drugs in which there is exudation. 
In this type of seborrheic dermatitis focal infections especially of the teeth are 
important factors. Also one must search for diabetes. This type of seborrheic 
dermatitis is heiped by injections of penicillin or by small doses of sullona 
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mides, by injections of staphylococens ambotoxoid and by abstinence from 
sweets. Locally often penicillin ointment, bacytracin ointment or ammoniated 
mercury ointment is beneficial in this severe type of seborrheic dermatitis. “ 


Psoriasis." That ‘ nerves,’ improper diet and and an inherently dry skin 
favor the outbreak and course of psoriasis is often true." One of the writer's 
patients developed psoriasis after the sinking of the Lusitania, another after her 
husband's sudden death. Chrowic shock and chronic agitation do something to 
the body. “ Many cases develop after menopause. Obesity and a high fat 
diet also seem to favor the development of psoriasis. Some of these patients 
are helped by stilbestrol. {a other cases of psoriasis focal infections of the 
teeth or tonsils and arthritis are important factors.” 


“ Urticaria.-~Several advances have been made in the treatment of 
urticaria and angioneurotic edema. The antibistaminic drugs have been a 
great source of comfort, They should be given in sufficiently large doses to 
be effective, Often people take 3 or 4 tablets in 24 hours and get discouraged 
because they see no results. When the dose is raised to 100 mgm. every four 
hours the patient may become relaxed and comfortable." The intravenous use 
of nicotinic acid 35 to 65 mgm. in 10 cc. of sterile water often cures severe 
utticaria from penicillio. “ The injection should be given slowly and may 
caure a flushing after about one third of the injection is completed. If the 
injection is stopped but the needle is kept in the vein in a few moments the 
flush will disappear and the injection can be completed without a recurrence of 
the flash, At night pruritus may be controlled and comfort and sleep given 
by the intravenous injection of 65 mgm of papaverine hydrochioride. This 
may also cause slight harmiess flushing for a few moments. The intravenous 
administration of 1 Gm. of procaine in 500 cc. of isotonic saline solution over 
a period of two hours is often efficacious. Although if carefully given it is 
apparently not particularly toxic, patients ander such treatment should be 
watched carefully with regular blood pressure and pulse readings since it is 
possaible that untoward central nervous system depressant effects might occur. 


“ Nicotinic acid and nicotinamide are also the best remedies for erythema 
multiforme. In this disease, in addition to the intravenous injection, 6.0 mgm. 
niacin are given daily by mouth. ” 


Allergic Eczema (Atopic Dermatitis). -—" Certain facts in the history are 
of great importance, 


With adults who have allergic eczema, there are the two groups: (1) those 
who had infantile eczema ; (2) those who did not. “ In group 1 it is important 
to ascertain exactly the age at which the eczema began. Generally speaking if 
the eczema began earlier than 13 months of age it probably was due to food 
allergy. whereas if it began later inhalant allergy is most likely. The common 
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inhalants are: cat hair, dog hair, feathers, silk and orris. Uf food allergy & 
suspected, the commonest offenders in infancy are : milk. wheat, eggs, fish oils, 
orange and chocolate. 


There are patents in whom the ecrematization has been so severe and 80 
persistent that their very souls are in a state of agitation and aggravation. 


“Im these pitiabie, miserable patients the skin is often extensively involved. 
The worst places are usually the head, neck and upper extremities. where the 
skin ts dusky red, swollen, excoriated, scaling and lichenified. 


One has a psychological as well as a dermatotogica! problem in such a 
case. First the patient mast be taught to relax mentally and to avoid any and 
all emotional strain and nervous tension. The emphasis of the treatment is 
complete mental and physical relaxation. Worry, fatigue, emotional stress 
and strain is the basis of the disorder. “ 


“Local Treatment: For the first two weeks compresses of | per cent 
aluminum subacetate are applied to affected parts, switching to silver nitrate 
solution 1; 2,000. Rolled surgical gauze is wet in the solution and weil wrung 
out and wrapped around the arms. A towel is then wrapped around the gaure 
and tied in place. This keeps the patient fairly dry. The face is compressed 
with a square mask of thick gauze which extends from the hairline to the neck 
and from ear to ear. Holes large enough for comfort are cut out for eyen, nose 
and mouth. Pieces of tape are fastened to each corner and these are tied 
behind the patient's head to keep the dressing in place. 


* When the arms are wrapped and the hands bandaged in mitten style it is 
very diffeult for the patient to scratch. The heavy wrapping at the elbows 
makes complete bending difficult and acts as a good brake These compresses 
are intended to lessen itching, relieve swelling and rawness of the skin. 


“ After two weeks of compresses, plain lanoline oietment ts used and then 
1 per cent coal tar on arms, bofly and neck and 3 per cent ichthyol on face. 
These ointments are applied and are covered with Kleenex cleansing tissue and 
stockinette on the extremities. 


“ The patient is given two baths a day for one hour exch. These consists 
of a tub of warm water into which one box of starch and half a box of baking 
soda, previously mixed in a small pan, have been dissolved, 


“Systemic Treatment: Pyribenzamine is given before each meal and 
benadry! is given at bedtime, Hapamine is given subcutaneously every third 
day, later less often. Autohemotherapy 10 cc. is given twice a week. For 
greater effect typhoid injections may be given into the vein. Where more of a 
reaction is desired boiled milk injections intramusculasly and steam baths can 
be used, Calcium gloconate given intravenously may be beipful, ” 
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Recalcitrant Eruptions of the Hands and Feet.—‘In an analysis of 200 
cases of recalcitrant pustular eruptions limited largely to the hands, it was 
impossible to find the cause in 36 per cent, 27 per cent were due to fungi or 
were dermatophytids, 8 per cent to contact dermatitis, 5 per cent to direct 
bacterial infection by streptocdeci or staphylococci, 5 per cent to food allergy 
or faulty nutrition, and 19 per cent to foci of infection of which 12 per cent 
were so-called pustular bacterids......Of these 200 cases about 75 per cent 
gave a history of dermatophytosis of the feet and hands at least once during 
their lives. There was a cyclic course to the eruption in most instances. The 
eruption was seldom seasonal and it was continuous with sporadic exacerba- 
tions. The eruptions were of long duration, 2 patients had bad the eruption 
most of their lives, 11 for over 10 yearr, and 64 lor more than 1! year, One 
third of the cases occurred in housewives and remainder, students and instru: 
ctors formed another large group and still, another was composed of doctors, 
dentists, nurses and technicians. \ 

“The importance of a careful histor/ and intimate knowledge of the pa- 
tient's work cannot be overemphasized. In +tigusewives, the avoidance of 
soap is difficult but is often necessary to cure the eruption. Soap and water 
are the most common irritants. Some housewives are sensitive to carrots, 
oranges, onions or other foods which they handle. Patca tests on the patient 
with the food which they handle will frequentiy solve the problem. Foods 
which most commonly give positive patch tests are : carrots, turnips, tomatoes. 
garlic, onions, eggs, cheese and pork. The raw foodstuff is strapped on in 
direct contact with the skin of the inner aspect of the arm and is left in situ 
for 48 hours. Sensitivity to nickel, chromium, and other metals is also 
ruled out by patch tests. 


“Varicose Eczema and Ulcer.—In the treatment of hypostatic or varicose 
ecrema with or without ulcer, modern antibiotics have been of great value.” 
After the usual routine things are done, the®writer invariably gets dental radio- 
gtaphs and checks with the patient's dentist about the teeth. “Dental infec- 
tions must be removed." Tocopherols, rutin and ascorbic acid have cured 
several of the writer's patients and he strongly recommends them, especially 
the tocopherols, “Locally penicillin, streptomycin and bacytracin oint-nents 
as well as antipeo! ointment and 10 per cent ozonides in olive oil have given 
best results. Patch teste should be made with each of these before it is pre- 
scribed. The streptomycin ointment is made in a convenient strength of 
$00,000 units to 8 ounces, or about 2,000 anits per Gm.” 


Lupus Vulgaris, —Several writers described the treatmeat of lupus vulgaris 
by large doses of calciferol which is vitamin Dy. “Although toxic effects occur 
in some cases, with careful use these can be avoided. The results are grati- 
fying. The improvement is graduai over the course of several months. There 
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is little scarring. Sometimes a remnant persists in a recalcitrant manwer and 
it is pecessary to supplement the calciferol treatment by giving promine imtra- 
venously or streptomycin intramuscolariy. 


“The caiciferol is dissolved in a propylene glycol or in alcohol. Dosages 

are from 150,000 to 200,000 units a day, sometimes larger amounts for short 

Pregnancy, renal diseases and hypertension are comtraindications 

to thes treatment. Toxic symptoms are usually associated with hypercaicemua. 

The most common toxic symptom i polyuria. Others are loss of weight, 

anorexia, nausea, vomiting, diarrhea, muscle pains and weakness, A routine 

urinalysis should be done every two week, including a Sulkowttch test to 
determine the amount of calcium excretion. 

“Calcifero! ts not only useful in lapus vulgaris and other forms of tubercu- 
tosis cutes, but os the best remedy for sarcoudosis in which i gives excellent 
results, 

“Granuloma Inguinale —Granuloma inguinale is a disease of interest to 
the internist and surgeon because of its extension to the bones and viscera. Ik 
may simulate carcinoma and be the cause of polyarticular arthritis and 
osteomyelitis.” 

Several dermatologists have reported the successful treatment of granuloma 
inguinale by streptomycin 

“Lymphogranuloma Venereum.—It is a good rule to think of lympbogra. 
nuloma venereum in its active or imactive form in all cases and phases of other 
wenereal diseases.” The disease bas protean aspects of medical and surgics! 
interest, “Treatment is by the sulfonamides.” 

“Seleroderma.—lIn the progressive type of this disease which causes scie- 
codactylia and has a poor prognosis, the systemic changes in the brain, lungs, 
pericardium and other organs are of interest to the interniat and surgeon 
Vitamin E, benadryi and pyribenzamine, thyroid extract and hot baths are of 
great value. Most cf the cases are in older woman. Estrogenic bormones 
are given.” Two of the writer's patients were greatly benefited by penicillin 


intections but others have not been. 
Med. Dig 55; 80, Aug. 


KNOWLEDGE FROM WORLD CONTEMPORARIES 
Cutaneous Sensitization to Exteraa: Factors 


The form of cutaneous allergy usually referred to as “eczematous contact. 
type dermatities’ is also widely known by such names as contact dermatitis 
(which [ propose to use bere), contact eczema, dermatitis venenata. The 
simpler and unqualified terms ‘dermatitis’ and “ecrema’ are also frequently used 
and should be discouraged 
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The disease is an allergic sensitization of the epidermis, a clear-cut 
entity which is sharply distinguished from the manifestations of the asthma- 
hayfever-eczema complex (sometimes called atopic dermatitis), from neuroder- 
matitis and from nummular eczema and other ill-defined dermatoses. The 
study of contact dermatitis has laid the foundations of most of the present-day 
concepts of allergy. li preceded by some years the classical work of von 
Pirquet in which the word ‘ allergy ' was first coined. It coffers possibilities 
of investigation far surpassing those provided by any other organ; and by 
reason both of its frequency and accessibility, it represents both a reproach and 
a challenge to our profession, For contact dermatitis is not only one of the 
commonest diseases of to-day but also one which seems to be the subject of 
more misapprehension—in view of the many facts about it which are known— 
than any other which I can recall. 


The nomenciature of this disease is cf prime importance. Eczematous 
eruptions caused by externa) factors must be differentiated sharply from al] the 
other eczematous eruptions. There is a deplorable tendency to regard the 
science of dermatology as one of terminology. It is our duty to counter this 
belief by affixing the correct labels and thus indicating the correct lines of 
investigation and treatment. 


Clinical Course 


The manifestations of simple contact dermatitis are familiar even to the 


non-dermatologist, The disease presents itself in two main stages—the local 
and the generalised. 


In the first stage, the usual train of events is seen. There is a primary or 
sensitizing exposure, the necessary period of incubation which varies from a few 
days to many years, and the precipitating exposure which produces the lesion. 
The allergen is externally applied, the shock tissue is the epidermis and the 
reaction conforms to the clinical picture of an eczema, It is this apparent 
conformity with the rules which has made contact dermatitis an ideal subject 
for study by the allergist. His investigations have shed much light on the 
problem of allergy in general, but curiously enough have left unsolved an 
important question regarding the disease itself. 


Although it has always been assumed that allergic phenomena depend on 
an antigen-antibody type of reaction, no antibodies have yet been demonstrated 
in this condition, Passive transfer tests with the patients’ serum are consis- 
tently negative and it las always been assumed that the antibodies are located 
im the specifically sensitized tissue, i.e., in the epidermis, Recently Haxthau- 
sen has produced some evidence to cast doubt on this assumption using 
identical twins, in whom heterologous skin grafts were successfully made, he 
has shown that sencitized skin loses its capacity to react when transplanted to 
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a host who has not been sensitised He has further shown that with the 
teverse procedure, i ¢. grafting of normal skin on to « sensitized host, the 
normal skin rapidly becomes sensitized. From this and from comparable 
experiments in guinea-pigs he has been led to beltewe that the elusive antibody 
is a bumoral one, not fixed to the cutaneous cells. Farther work along these 
lines obviously promises to add to our knowledge 


Nevertheless the investigation will be a complicated one. It must take 
many factors imto account, of which personal predisposition is one. No one 
bas yet given a satislactory answer to this problem. We know that a certain 
type of skin is particularly liable to skin hazards in sodustry, but skin-colouring, 
texture and the pH of its secretions are not the whole answer, 


{t is the secondary. of generalized stage which has prompted the selection 
of thts topic for discussion. Widespread eceematous dermatitis m encountered 
all too often. Many of these cases are labeiled ‘eczema’, the term remaining 
unqualified, and are subjected to a variety of constitetional remedies in the 
belief that they are suffering trom a constitutional disorder of obecure origin. 
There exists an incredible confusion regarding these cases: diathesis are invo- 
ked, bacteria are suspected, dietary indiscretions are blamed, calcium, ephedrine 
and ( more recently ) anti-histaminic compounds are administered. The out- 
come is the same. The patient either lingers on or recovers at the same rate 
as does the untreated case. Only too rarely does proper attention to the history 
reveal that the generalized eczematous dermatitis was preceded by several 
weeks of a localized contact dermatitis. 


The first point that strikes one is that allergens wary in their tendency to 
produce this generalued stage, and in my experience this enfortumate result is 
almost always produced by topical applications which have been used even 
after signs of local reaction have appeared. [n other words the patient, or his 
friends, of his chemist or bus doctor are responsible for the catastrophe. 


There is a close resemblance between thu phenomenon and the well- 
known ‘id* eruptions of cutaneous fungus infections. {1 is well recognized 
that the lesions produced by the dermatophytes depend not on the toxic effect 
of these fungi—for indeed po such toxin has even been demonstrated — but on a 
local allergic reaction at the site of infection (Sulzberger). It bas also been 
shown, at least in animal experiments, that the entire skin becomes sensitized 
within a few days and reacts specifically to fungous extracts. Further the 
appearances, both clinically and histologically of the ‘id* eruption of fungus 
disease are indistinguishable trom those of contact dermatitis; nor are * ids’ 
necessarily localized to the hands. The literature abounds with descriptions 
of iichenoid, eczematous, psoriasiform and other types of dermatophytid of 
exteosive distribution. 
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When we consider the problem of generalized dermatitis following a local 
contact reaction, we see precisely the same sequence of events. The local 
reaction has the same period of mcubation and the same clinical appearance ai 
the fungus infection. ‘The whole skin becomes similarly sensitized at an early 
stage, as shown by its reaction to the patch test. Finally, certain cases of 
contact dermatitis in most of whom the allergen continues to be applied locally 
exhibit the same generalized eczematord. lichenoid of psorasilorm eruptions as 
are seen in the extensive dermatophytids. I have been so conscious of these 
parallels that I have been in the habit of referring to these generalized manifes- 
tations of contract dermatitis from over-treatment as chemical ‘ids’. It is 
remarkable that this view has received so little attention in the literature: the 
only unequivocal reference to it is a footnote to a Jecture of Sulzberger in which 
he states he has seen two such cases and that Wise had made similar 
(unpublished ) obser vations. 


The next port for consideration is the phenomenon known as * broadening 
of the allergic base", i.e. the tendency of the skin to react to more and more 
external allergens with increasing readiness. Although Schwartz denies its 
occurrence, it is the experience of many dermatologists that an original sensiti. 
vity to salphonamide becomes a polyvalent sensitivity at an accelerated rate 
with the application of each new sensitizer such a acriflavine, mercury and 
benzocaine. This problem of mixed sensitivity, however mach we may argue 
about its mechanism of production, is indeed a fascinating one. It takes us to 
the so-called * virus-pyogn sensitization sequence ’ of Stokes and Callaway in 
which a virus infection apparently predisposes, possibly by an allergic 
mechanism, to staphylococcal and streptococcal infections. It embraces Milan's 
‘biotropism’, the activation of latent infection through drug allergy, It includes 
such phenomena as sensitization to light by pyococci and the “ nickel-pyogen ' 
sequence of Cormia and Stewart. It is more than a matter of academic interest. 
It is a matter which almost daily concerns the general practitioner and the 
dermatologist. 


Aa important problem, both from the patient’s and employer's point of 
view, is the tendecy to relapse shown by apparently cured cases of contact 
dermatitis when they resume work in hot, humid surroundings. Such an 
environment, with its inevitable excessive alkaline sweating, tends to encourage 
the growth of bacterial and fungous organisms on the surface of the skin. In 
view of the interaction of chemical and biotic allergens previously mentioned. 
closer attention to the bacteriology of these cases might yield interesting results. 
It is difficult, in fact, to know where to draw the line. To what extent, e.g. 
must we consider furunculosis attributable to a previous acrifiavine dermatitis ? 
Can the flare-up of a previously latent dermatophytosis of the feet be similarly 
initiated ? These and similar questions seern to invite farther study. 
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Nor must we ignore the corollary to the above questions . can preexisting 
fungus and bacterial infections ef the skin predispose to contact dermatitrs , 
The view that fungous infection of the inet, with or without ‘id’ eruptions, 
can predispose to occupational contact dermatitis, is stil] held by many 
dermatologist. 


It should go without saying that the patch test properly applied and 
interpreted, is an integral part of the investigation of coatact dermatitis: but 
the continued aad frequent use of scratch tests nod mtradermal tests should 
surely be stopped. We know that these procedures are of extremely doubtful 


value even in the diagnosia of other cutaneous allergies, such as urthcuria. It is 


time that their complete valuclessetes in Contact dermatitis were more widely 
realized. 


Their employment argues one of two misapprebensions : either that ther 
us¢lessniss is these cases is pot known, or that the diagnosis of contact 
dermatitis has been missed. Both eventualitis are deplorable, Not even by 
chance could the scratch test, with its application to the cutis of complex biot 
antigens, shed any light on the aetiology of a complaint wha. involves the 
epidermis and is usually caused by relatively simple chemical substances. 


Treatment 


I am in the habit of giving the following advice: ‘ It ien't what you pat 
on, it's what you leave off", The majority of cases of the severe generalized 
stage of contact dermatitis are caused by the application and re-application of 
powerful sensitizers to an already sensitized area. ‘We must find some way of 
discouraging this aimless flitting among the ointment jara Education of the 
public in this respect seems impracticable so long as the chariatan is allowed 
to advertise his wares. Education of the profess:on is feasible and part of our 
duty ‘as dermatologists. It should be our aim to teach that a few weiltried 
remedies suffice as topical applications for the commoner skin complaints, 


and that each has its indictions, when aged in the correct strength, in the proper 
vehicle and for reasonable periods they are almost always harmless. Similarly. 
the various first-aid organizations could be approached and enlisted in such a m 
campaign. Legislation is a means which one recommends with some hesita. 

thon, but in this case it might sumply consist of including the commonly harm- 
applications, such as sulphonamide ointment, in the list of substances which 

Bot be supplied without a prescription, 


So much for the preventive side which is, after all, the more important. 
When it comes to the treatment of a generalized case we must confess our 
inability to do more than apply local palliatives. The rest is a matter of 
nursing. There is no specific internal remedy. The old remedies used in 
allergic conditions, such as adrenalin, ephedrine and calcium, are completely 
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useless in this disease. The intraduction of antergan. benadry!, and later anti- 
histaminic compounds raised our hopes, but experience has shown that they 
too are, alas, quite inert in contact dermatitis, It has been suggested that their 
failure is due to their inability to reach the epidermis in sufficient concentration 
and this supposition gains some support from the fact that the patch test 
reaction may sometimes be reduced by mixing the allergen with an anti-hista- 
minic compound. So there may be some hope that the cootinued search for 
more potent and less toxic compounds will eventually produce one which can 
reach the skin in sufficient concentration. 
S. A. M. J. 483, June 49. 


NOTES & NEWS 
Death from Penicillin 


The death is recorded of a woman, aged 39, who had had two courses of 
penicillin previously for what appears to have been attacks of asthma. She 
was again treated with penicillin Within five seconds after injecting 50,000 
units she complained of a strange taste in the mouth and tongue and of swelling 
and tightness in fhe throat and nose. Her face became flushed, bloated, and 
extromely cyanotic, and she felt itchy all over. Leaning forward over a table 
and asking for a glass of water, she suddenly collapsed and died immediately. 
The cause of death is stated to have been anaphylactic shock. It is thought 
that the injection mnet have been given intravenously throngh accidental 
puncture of a vein. This was indicated by the appearance of blood at the site 
of injection and by the strange taste in the mouth, which is so characteristic 
im intravenous therapy and is regarded as an ominous sign by those who have 
constantly to deal with allergic patients. The lesson we learn from this case 
is that the greatest care should be exercised in the administration of any of the 
newer remedies if we are to avoid disastrous occurrences. 

~~Med. Rev. XLIII; 79, June ‘49, 


Streptomycin Therapy of Granuloma Inguinale 


Encouraged by the results of other workers in therapy of granuloma in- 
guinale with streptomycin, the writers have recently treated a series of patients 
at the Detroit Intensive Treatment Center. “ To date 15 patients with grant- 
loma inguinale have been given streptomycin. In 13 patients the diagnosis 
was made on the basis of smears or biopsy finding; in 2, on clinical grounds. 
Thirteen patients received 20 Gm. of streptomycin in 1! days as follows: 
3 Gm, daily, in divided doses at four hour intervals, for three days: 2 Gm. daily 
in divided doses at four bour intervals, for three days; | Gm. daily, in divided 
doses at four hour intervals, for five days.” This schedule was selected be- 
cause it has been shown that a total dose of 20 Gm. of the drug in five days 
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seems quite satisfactory. However, since highly endesirable toxic reactions 
with doses of 4 Ga. daily of streptomycin are quite possible, the writers 
doutded the period of time ower which the dreg wes to be administered and 
gave streptomycin m doses of diminishing strength. “ Of the 2 remaining 
patients, | was given 1 Gm of streptomycin daily, in divided doses at four bour 
intervals, for 15 days, and the other received 4 Gm. dasly, ia divided doses at 
four hour intervals, for five days.” 


“ All patients treated felt subjective improvement within 24 to 48 hours, 
and all showed complete or nearly complete healing io 10 days to 3 weeks, 
The less extensive lesions healed more rapidly than those of longer duration 
and more extensive involvement,” 

“ Five patients have been followed four months or longer. Iu sone of 
the entire group has relapse been observed. Observation is being continued. 

“ Half of the patients in this series complained of pain at the site of inje 
ction of streptamycin. Sensitivity reactions, renal irritation and vestibular 
dysfunction were not evidenced in this group. ” 


“ Longer periods of observation are necessary to determine whether 
relapse is to be expected, “ 


~—Int. Med. Digest, 54; No. 5, 262, May ‘49 

Infection of the vagina is presumably by continuity and contiguity with 

the anorectal canal, and this may be helped mechanically by the method of 
ablution practised in Bengal to cleanse the part after defecation. 

The cervix is involved in about 70 per cent of the reported cases, and the 

ulcer is usually placed eccentrically and away from the external os. The oterus 

is often enlarged, and it may be that many or all of the cases in which the 


oterus is enlarged, soft, and tender have some infection of the uterus. Uterine 
aspiration was not done in any of the reported cases. 


Leucorrhea due to E. histolytica may HcIairiy common in India. Cases 
should be investigated thoroughiy from this point af view. 
~~ M3. M. J. 1, 808, May 


Association of Dermatologists & Venereologists, Bombay 


The Annual General Meeting of the Association was held on Tuesday, 
the 3lst January at 1-45 P.M. at the Cricket Club of India, Governor's 
Pavillion, Bombay. 

ANNUAL REPORT 


The Managing Committee has great pleasure in submitting the second 
Anoual Report of the Association for the year ending 30th September 1949. 
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Membership: During the year under report, we are glad to state that the 
Members from Madras and Calcutta formed themselves into separate branches 
and hence did not continwe as Members of onr branch. They bave not as yet 
joined the Indian Association of Dermatologists and Venereologists. Two of 
our local Members have left Bombay and settled down at Abmedabad, 


Activities: The Managing Committee held six meetings during the year, 
during which routine business was transacted, Letters to Chief Medical 
Officers of States and Deans of Medical Colleges in different provinces were 
written with a request to form branches in their respective centres. The 
response, however, has not been satisfactory. A Sub-Committee was apporn- 
ted to suggest introduction of card system for Venereal Disease patients in the 
various institutions in the City, It was also suggested that statistics of Vene 
real Diseases in the different institutions of the Cuty should be collected. The 
executive Health Officer of Bombay Municipality was offered the fullest 
©Q-operation of the Association in the propcred health week campaign. 

Dr. R. V. Rajam, President of the first conference, was the guest of 
honour of the Bombay Branch at a congratulatory lunch held on his being 
invited te attend the meeting of W. H. O 

Clinical Meeting: Five Clinical meetings were held during the yeur 
Two at K, E. M., two at J. }., and one at G. T. It is hoped, Members would 
take greater interest in the clinical meetings and other activities of the 
Association. 

The Annual General Meeting was held on 22nd February. 

The Statement of Income and Expenditure is passed. 

The Managing Committee expresses its gratefuilness to its President, 
Dr, A. C. Rebello, who has continued to give his best in the interest of the 
Association and for his valuable advise and guidance during this year. The 
Committee is alno thankful to the Auditor, Mr. K, V. Shetty, for auditing the 
Accounts free of all charges. 

% 

The following office bearers te elected for the ensuing year :— 

President :—Maj, ], D. Mistry 

Vice President :—Rao Bahadur Dr. H. A. Mamar & Dr. Socrates 
Noronha 

Hon. Secretaries -—Dr. U. B. Narayanrao & Sharat C. Desai 

Hon. Treasurer J, Fernandez. 

Members :— Ex. Officio Col, Jelal M. Shak, Dr. A.C. Rebello, Dr. W. N. 
Welinkar, B, A. Daruwalla, V. T. Wagh, H. A Choksey, K. K. Dadachanji, 
& N, Mardekar, 
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